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n el artículo "Dejar de Fumar" que 
aparece en esta edición se presentan datos 
de los impactos negativos del fumar, sus 
efectos fisiopatológicos en el organismo y se 
repasan algunas de las estrategias y terapias más 
frecuentemente utilizadas para dejar de fumar. Nos 
hacemos eco de dicho artículo. Ha sido ampliamente 
demostrado que la conducta personal juega un papel 
fundamental en la morbilidad y mortalidad prematura 
de las enfermedades crónicas. Se ha reportado que el 
riesgo relativo (RR) de muerte prematura en hombres 
fumadores comparado con no fumadores es 2.34, es 
decir, el fumador tiene una probabilidad de más del 
doble de morir prematuramente que el no fumador 
(1). Además, se ha demostrado que el fumar interactúa 
con ciertas exposiciones ambientales y ocupacionales 
para producir multiplicidad del efecto. 


El fumar, como muchas otras conductas o hábitos, 
tiene una compleja interrelación de factores bioquí¬ 
micos, sociales, políticos y personales. Aun cuando 
desde 1988 el cirujano general de los EE.UU. concluyó 
que el uso de nicotina llena los criterios de depen¬ 
dencia a drogas, una considerable proporción de la 
población continúa con esta adicción (2). Datos del 
"Behavioral Risk Factor Survey", encuesta realizada 
por el Centro de Prevención y Control de Enferme¬ 
dades (CDC por sus siglas en inglés) para monitorear 
la prevalencia de las conductas de riesgo asociadas 
con morbilidad y mortalidad prematura entre adultos 
(desde 1994 incluye todos los estados, el Distrito de 
Columbia y Puerto Rico), nos evidencian que en 1998, 
en la Isla, 15.7% de los encuestados se identificaron 
como fumadores actuales (3). 








Todos estos datos nos señalan que el fumar es una 
adicción cuyo efecto nocivo en la salud de la comu¬ 
nidad y el correspondiente impacto económico en los 
servicios de salud es de una gran proporción. Es 
necesario reforzar una serie de medidas que pueden 
contribuir a la reducción del consumo. Entre éstas hay 
medidas legislativas, educativas, diseminación de 
propaganda, prohibición de fumar en lugares públicos 
y programas de intervención farmacológica para dejar 
de fumar. 

Creemos que en Puerto Rico se debe enfatizar la 
necesidad de crear programas comprensivos para 
controlar la adicción al fumar y, más importante aún, 
para prevenirla. Entre ellas se debe resaltar la 
vigilancia epidemiológica que permitiría poder 
monitorear los grupos y conductas de alto riesgo, el 
consumo y su tendencia, así como las opiniones de 
los afectados. De igual forma, se debe apoyar la 
investigación que ayude a la detección, prevención y 
diagnóstico de enfermedades e incapacidades 
relacionadas con el fumar. Para esto es de primordial 
importancia la intervención del médico para ofrecer 
ayuda a la persona que quiere dejar de fumar. 

En los últimos años hemos visto la proliferación del 
uso de cigarro o puro, estando esta forma de consumo 
de “moda" entre diversos sectores de nuestra 
sociedad. Lamentablemente, esta práctica producirá 
su impacto en la salud de los consumidores así como 
en el costo de los servicios de salud, ya sea en un futuro 


cercano o dentro de algunos años. Es nuestra obli¬ 
gación, como médicos, contribuir a que esta situación 
se reduzca. Se invita a los colegas médicos a colaborar 
activamente en lograr que sus pacientes dejen de 
fumar. 
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Primary and Secondary Prevention 
of Cardiovascular Disease in the Elderly 

- -- Mano R. García-Palmieri, MD 


Cardiovascular disease is the leading cause of 
^-'death worldwide in populations older than 65 
/ears of age (1). The number of persons constituting 
he elderly population (aged 65 and over) will increase 
:onsiderably in the early part of the new millenium 
or which it is important to give attention to the health 
:are of this population. 

Fifty percent of the coronary deaths occur in 
ndividuals older than 65 years, with Coronary Heart 
Disease (CHD) responsible for one half of all deaths 
n the population older than 85 years of age (2). 

In the United States 50% of the individuáis aged 
>5-65 years have hypertension at levels above 140/90 
nmHg. At age 65-74 years, 64% are hypertensives. 
[he figures in Puerto Rico are unknown but there is 
10 reason to suspect that they are much different. 

The promotion of cardiovascular health in the 
‘lderly requires emphasis on the adoption of primary 
md secondary prevention measures using both non- 
)harmacologic and pharmacologic interventions. 

Primary prevention in cardiovascular disease refers 
o those measures taken to avoid the development 
>f cardiovascular disease in a healthy individual. 
Secondary prevention refers to those measures taken 
o avoid the recurrence of cardiovascular events or 
he occurrence of cardiovascular death in individuáis 
n which cardiovascular disease is already present. 

Until recently, landmark studies of hypertension, 
ipids, exercise and preventive approaches have been 
ocused predominantly on morbidity and mortality 
>enefits accrued to middle-aged males, providing little 
ittention to addressing elderly adults similarly. 
Recently, attention has been provided to the possible 
nstitution of preventive cardiovascular measures at 
ill ages, including the elderly, based upon information 
>btained in different triáis which have included 
>atients older than 65 years of age. The main triáis 
oncerning cardiovascular health have been focused 
>n hypertension and coronary heart disease, the two 
nain problems of the elderly cardiovascular patient. 


As illustrated in figure 1, in illnesses, there is a pre- 
disease State that causes changes in the body tissues 
that generates the disease that we recognize either by 
clinical findings or by autopsy when death occurs. In 
CHD the pre-disease State is constituted by the risk 
factors that cause atherosclerosis (the tissue changes) 
that leads to the illness which is identified clinically 
by angina or myocardial infarction or by cardiovas¬ 
cular death corroborated at autopsy. Primary 
prevention is instituted by avoiding or controlling the 
risk factors that cause atherosclerosis and the 
secondary prevention is guided, in the presence of 
atherosclerosis, to the avoidance on the recurrence of 
angina, myocardial infarction or the ocurrence of 
cardiovascular death. Primary and secondary pre¬ 
vention of cardiovascular diseases in the elderly are 
based upon the detection and control of the recognized 
risk factors. It ineludes non-pharmacologic as well as 
pharmacologic measures. 

In the paper we will summarize the available up- 
to-date preventive measures on the two main 
cardiovascular problems in the elderly, hypertension 
and CHD. 
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Figure 1. Prevention of Coronary Heart Disease 


HYPERTENSION 

In the 1970s elderly individuáis who had systolic 
hypertension were often left untreated because of the 
prevailing impression that treatment was not helpful 
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and could cause damage by reducing perfusión of the 
heart, brain or kidney. The major experimental efforts 
in the 1980s was directed at demonstrating the efficacy 
of treating hypertension in younger adult populations. 
With efficacy demonstrated in younger persons, 
attention has been directed more recently at the role 
of blood pressure lowering therapy in reducing morta- 
lity and morbidity in the elderly, a segment of our po- 
pulation with a high prevalence of hypertension (3). 

The Framingham Study has revealed those women 
in the 65-74 age group with blood pressure at or above 
160/95 mm Hg develop 8 times more fatal cardio¬ 
vascular events as compared to the normotensives. 
In men the risk increases 2.4 times, so it is important 
to control systolic and diastolic hypertension in the 
elderly. 

Primary Prevention - The main primary preventive 
measures for elderly healthy persons to avoid the 
development of hypertension consist of life style 
modifications. These are: 1) Maintain ideal weight and 
lose weight if overweight 2) Avoid salty foods and 
reduce ingestión of salt, 3) Reduce alcohol ingestión 
to no more than 1 drink a day, and 4) Exercise 30-45 
minutes daily. 

Secondary Prevention - The data from múltiple 
clinical triáis have proved that treating hypertension 
in the elderly reduces the incidence of events related 
to hypertension such as CHD, cerebrovascular disease 
and heart failure. There are at least eight important 
triáis that have been completed in elderly individuáis 
with hypertension which are identified by the 
abbreviation of their title, by the place or institutions 
where conducted, or by the authors. These are the 
AUSTRALIAN - Australian National Blood Pressure 
Study (4); EWPHE - European Working Party on High 
Blood Pressure in the Elderly (5); HDFP-Hypertension 
Detection and Follow-up Program (6); HTN-Coop- 
Hypertension-Stroke Cooperative Study Group; 
MRC-OA-Medical Research Council Trial in Older 
Adults (7); SHEP-Systolic Hypertension in the Elderly 
Program (8); STOP-Swedish Trial in Oíd Patient with 
Hypertension (9); and the VA Coop-Veterans Ad- 
ministration Cooperative Study. 

Table 1 illustrates these main clinical triáis conduct¬ 
ed in elderly hypertensives. It ineludes the number of 
patients, the age groups and the years of follow-up. 
The number of patients involved were more than 
15,000. 

Table 2 reveáis the per cent reduction of total events 
of stroke, CHD and all cardiovascular events for the 
studies listed in Table 1. The data obtained confirms 
the importance of treating elderly hypertensives as a 
secondary prevention measure for reducing the 
occurrence of cardiovascular events. 



Trial 

No. 

Patients 

Mean 

Age 

Follow-up 

(yrs) 

AUSTRALLKN 

582 

64 

4.4 

COOPE & 

884 

69 

4.4 

WARRENDER 




EWPHE 

840 

72 

4.6 



Age Range 


HDFP 

2376 

60-69 

5.0 

HTN-Coop 

200 

60-75 

3.0 

MRCO-A 

4396 

65-74 

5.8 

SHEP 

4736 

60-80 

4.5 

STOP 

1627 

70-84 

2.0 


Table 1. Triáis of Treatment of Hypertension in the elderly. 


First line medications for hypertension in the 
elderly inelude diuretics, beta-blockers, calcium 
antagonists, ACE inhibitors and alpha-1 adrenergic 
blockers. All are well tolerated and effective. There is 
evidence that elderly patients do not develop more 
side effeets from the use of antihypertensive therapy 
than younger patients (10). 

Non-pharmacologic intervention in elderly 
hypertensives in the TONE Study including 900 
patients has shown that elderly patients can lose 
weight and reduce salt ingestión as they follow 
instructions very thoroughly (11). This eliminates the 
common belief that elderly patients, because of their 
age, will not follow the physician advises concerning 
habit change as well as younger patients. 


Triáis Events (%) 

I _ I 

Stroke Coronary Cardiovascular 


AUSTRALIAN 

-34 

-19 

-24 

EWPBE 

-36 

-20 

-34 

COOPE 

& WARRENDER 

-42 

-15 

-23 

SHEP 

-36 

-27 

-32 

STOP HYP 

-47 

-13 

-40 

MRCO-A 

-25 

-19 

-17 


Table 2. Percent change in Total Events in elderly hypertensive 
patients obtained in different triáis. 
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SYSTOLIC HYPERTENSION 


Systolic hypertension occurs when the systolic 
blood pressure is 160 mm Hg or more and the diastolic 
blood pressure is less than 90 mm Hg. It is a frequent 
finding in elderly patient due to the hardening of the 
aorta and a decrease in the elasticity of the large arte- 
ries. Without therapy systolic hypertension is a con- 
firmed risk factor for CHD, stroke and heart failure. 


Three placebo controlled outcome triáis on antihy- 
pertensive drug treatment of isolated systolic hyper¬ 
tension have been published. 

These three large studies are: 1) SHEP (8,12), 
including 4,736 systolic hypertensives with mean age 
71.5 years 2) SYS-EUR (Systolic Hypertension in 
Europe) (12,13) including 4,695 patients, and 3) SYST- 
CHINA (Systolic Hypertension in China) (12,14) 
including 1,253 patients age 60 and older. Outrail, 
active treatment compared with placebo showed a 
reduced all-cause mortality of 17%, cardiovascular 
mortality by 25%, and a reduced all cardiovascular 
end points by 32%, reduced total stroke by 37% and 
reduced myocardial infarction (including sudden 
death) by 25% in the treated groups. 




The pooled results of these 3 triáis with isolated 
systolic hypertension prove that antihypertensive 
therapy must be used in the elderly patient as a 
therapeutic and preventive measure when the systolic 
blood pressure is higher than 160 mm Hg. 


Coronary events increase with an increase in LDL- 
cholesterol. Besides the oíd studies, pointing to the 
importance of decreasing high cholesterol levels, two 
important recent triáis on primary prevention in this 
area are most revealing. 

The WOSCOPS (West of Scotland Coronary Pre¬ 
vention Study) randomized 6,595 hypercholes- 
terolemic men to pravastatin therapy or placebo and 
followed for 4.9 years. Pravastatin reduced total 
cholesterol by 20%, LDL cholesterol by 26% and 
reduced major coronary events by 31% compared to 
placebo. All-cause mortality was reduced by 22%. 
Older patients in WOSCOPS had similar reductions 
in CHD rates as younger patients (15,16). 

The AFCAPS / TexCAPS (Air Forcé / Texas Coronary 
Atherosclerosis Prevention Study) compared the 
effects of lovastatin with placebo in 5,608 men and 
997 women with average cholesterol levels, including 
1,416 persons aged 65-73 years (17-18). Lovastatin 
therapy reduced LDL-cholesterol levels by 25%. After 
5.2 years the major coronary events (fatal or non fatal 
MI, unstable angina, or sudden cardiac death) 
decreased by 37%. The effect of such treatment in the 
older group was comparable with the benefit observed 
in the overall cohort. 

The two studies support the concept that choles- 
terol-lowering is efficacious for primary prevention 
of coronary artery disease including the elderly 
patient. 


) CORONARY HEART DISEASE 

Eighty per cent of the deaths due to CHD occur in 
; people 65 years of age or older. Fifty percent of the 
r deaths of people 85 years oíd and beyond are due to 
j CHD. More than 50% of all cardiovascular deaths 
beyond the age of 65 are due to heart failure which is 
mainly caused by the presence of either coronary 
artery disease, hypertension or both. 

Primary Prevention 

Primary prevention of CHD in the healthy elderly 
is accomplished by addressing measures to counteract 
the risk factors. The Cardiovascular Health Study 
including 5,888 adults of both sexes 65 years of age or 
older followed for 4.8 years showed that systolic 
hypertension and diabetes were the main predictors 
of myocardial infarction and that uncontrolled hyper- 
¡ tensión explained 25% of the coronary events (15). Pri¬ 
mary and secondary preventive measures concerning 
hypertension in the elderly, including isolated systolic 
j hypertension, have already been discussed. 

Other risk factors of paramount importance in the 
primary prevention of CHD in the elderly are the 
llevéis of total cholesterol and LDL-cholesterol. 


Secondary Prevention 

Secondary Prevention in CHD in the elderly is in- 
dicated in patients who already have angina pectoris, 
myocardial infarctions and those who have had aorto- 
coronary bypass surgery or angioplasty. 

It has been demonstrated that cigarette smokers that 
discontinued the habit had a longer survival time. 
Cessation of cigarette smoking yields about a 50% 
decrease in risk of CHD. It also showed that there was 
an equivalent effect in patients younger or older than 
65 years of age. Patients with CHD, irrespective of age, 
should be advised to discontinué smoking (19). 

The Antiplatelet Trialists Collaboration OverView 
analyzed in 1994 triáis with 54,000 patients at high 
risk (angina, myocardial infarction, stroke, bypass an 
angioplasty) and aspirin was found to reduce in 25% 
the risk of myocardial infarct, stroke or cardiac death. 
It was effective in elderly patients (20). The Coope- 
rative Cardiovascular Project including 10,018 elderly 
medicine patients above 65 years of age (1,590 of them 
85 years of age or older) showed that those receiving 
aspirin had a 22% lower mortality rate at 30-day 
foliow-up (21). Daily aspirin is a secondary prevention 
measure that should be used by all these patients. 
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Since 1981, the BHAT Study and other beta-blockers 
studies since have shown that beta-blockers are indi- 
cated as a secondary preventive measure in patients 
with myocardial infarction (22). Recently, a study of 
3,737 patients with acute myocardial infarction older 
than 65 years, of which 601 were above age 85, showed 
a reduced mortality rate at 2 years for those using beta- 
blockers (23). These results confirm the usefulness of 
b-blockers in the elderly patient with MI. All patients 
who have had a myocardial infarction should be on 
secondary prevention of beta-blockers irrespective of 
age. 

Three large secondary prevention triáis using statin 
agents have been carried out based upon the principie 
of cholesterol lowering. These are: 1) 4S, Scandinavian 
Simvastatin Survival Study (24), 2) CARE, Cholesterol 
and Recurrent Events (25) and 3) LIPID, Long-Term 
Intervention with Pravastatin in Ischemic Disease (26). 
The 4S study used simvastatin therapy in 4,444 men 
and women with CHD and hypercholesterolemia. It 
included 1,021 patients aged at least 65 years. The total 
mortality was reduced by 30%, total coronary deaths 
decreased by 42%, coronary procedures were reduced 
37% and major coronary events decreased by 34%. 
Patients older than 65 years of age taking simvastatin 
had reductions paralleling those in patients younger 
than 65. 

In the CARE study, patients with CHD and average 
cholesterol level of 209 mg/dl received pravastatin 
therapy or placebo. It included 1,283 patients aged 65- 
75 years. The medication reduced non-fatal myo- 
cardial infarction and coronary revascularization 
procedures by 27%. Older patients in CARE appeared 
to benefit as much as younger ones from pravastatin 
therapy. 

In the LIPID trial, there was a reduction in total mor¬ 
tality as well as non-fatal myocardial infarction and 
coronary death for those individuáis on pravastatin 
therapy. The benefits of the drug therapy extended to 
the subgroup of patients older than 65 years. 

The information obtained from these recent clinical 
triáis data justify including cholesterol lowering the¬ 
rapy as a secondary prevention measure in patients 
up to 75 years of age. In patients beyond that age with 
CHD, otherwise healthy, cholesterol-lowering therapy 
can be given serious consideration. There is no reason 
at all to withhold cholesterol-lowering therapy solely 
on basis of age. Eleven secondary prevention studies 
with simvastatin, pravastatin and lovastatin have also 
shown a secondary preventive effect for stroke in 
subjects with CHD reducing its occurrence in 29%. 
Further analyses and clinical investigations have to 
be done prior to advocating use of stating for stroke 
prophylaxis in conjunction with secondary preven¬ 
tion. 


The National Cholesterol Education Program 
(NCEP) Expert Panel on Detection, Evaluation and 
Treatment of High Blood Cholesterol in Adults (Adult 
Treatment Panel 11) recommends that adults with 
CHD should have a lipoprotein profile (total choles¬ 
terol, LDL-cholesterol and HDL-cholesterol) and be 
classified by the LDL-cholesterol level in order to 
decide management. CHD patients should not have 
a LDL-cholesterol level higher than 100 mg/dl and 
should receive medication at such level (27). 

The benefit of angiotensin converting enzyme 
(ACE) inhibitors treatment in patients with heart 
failure are now well established, and all patients with 
heart failure and left ventricular systolic dysfunction 
should receive an ACE inhibitor. Recently some triáis 
have also investigated the late use of ACE inhibitors 
after myocardial infarction. Three of them have re- 
vealed significant favorable results (28). The SAVE 
(Survival and Ventricular Enlargement) trial consisted 
of 2,231 patients with myocardial infarction under 
captopril and placebo and showed a 19% reduction 
in cardiac deaths at 3-year follow-up of those treated 
(29). The AIRE (Acute Infarction Ramipril Efficacy) 
trial consisted of 1,986 subjects with myocardial 
infarction under Ramipril or placebo and showed a 
27% reduction in cardiac deaths at 1.5 years (30). The 
TRACE (Trandolapril Cardiac Evaluation) trial 
included 1,749 patients with myocardial infarction 
under Trandolapril and placebo resulted in a 22% 
reduction in cardiac death at 2 years (31). The risk of 
reinfarction was reduced in the three studies. 

All three triáis are quoted in the American Heart 
Association/ American College of Cardiology Practice 
Guidelines as recommended therapy after acute 
myocardial infarction. The ACE inhibitor reduced total 
mortality by 19%, cardiovascular mortality by 21%, 
and the recurrence of ischemic events requiring revas¬ 
cularization was reduced by 25% over a follow-up 
period of 42 months. Fifteen per cent of the patients 
included were over 70 years of age. 

DISCUSSION 

With heart disease as the main cause of death 
woldwide, primarily in the elderly population, it is 
the responsibility of the practicing physician and other 
health professionals to utilize as many preventive 
measures as possible in order to deal with this impor- 
tant health problem. 

The practice of medicine has improved throughout 
the years, and today the preventive and therapeutic 
measures should be based upon evidence-based 
medicine which relies upon the results obtained in 
scientifically designed and conducted multicenter 
clinical triáis. 
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The experience obtained from múltiple multicenter 
clinical research triáis have provided us with enough 
information to be able to take significant steps 
concerning primary and secondary prevention of 
cardiovascular diseases. In the recent past, besides the 
information obtained from middle-aged populations, 
many studies, including patients 65 years of age or 
older, have been done permitting us to identify useful 
primary and secondary cardiovascular preventive 
measures in the elderly. As CHD and hypertension 
are the two big offenders in the elderly patients, 
cardiovascular prevention in this group is primarily 
addressed to these two problems and their risk factors. 

Primary preventive meaures in hypertension 
inelude losing weight if overweight, reducing salt and 
alcohol intake and exercising regularly for 30-45 
minutes per day. 

Secondary prevention in elderly hypertensives 
ineludes, besides life style changes, blood pressure 
control with medications, individualized to the patient 
requirements including his co-morbid problems until 
the blood pressure levels are consistently below 140/ 
90 mm Hg. The same principie of blood pressure 
control applies to the elderly with isolated systolic 
hypertesion. 

Primary preventive measures for coronary artery 
disease in the elderly ineludes discontinuation of 
cigarrette smoking and exercise 30 to 45 minutes per 
day at least 4 to 5 times weekly. Healthy habits like 
having walking breaks at work, using stairs and 
gardening should be encouraged. Elderly healthy 
persons with hypercholesterolemia should receive 
¡statin therapy to lower the cholesterol and prevent 
heart disease. 

For elderly persons already with definitive CHD 
as evidenced by angina, myocardial infarction, coro¬ 
nary artery bypass or angioplasty definitive secondary 
: preventive measures should be instituted. All patients 
should receive daily aspirin in doses of 80-325 mg per 
day if there is no contraindication. All post-myocardial 
infarction patients should receive a beta-blockers to 
be used indefinetely. 

The recent clinical triáis data also justify the use of 
i cholesterol-lowering drugs (statins) in cases of myo¬ 
cardial infarction as secondary prevention up to age 
75. The decisión concerning those with CHD beyond 
that age should be individualized. 

Also, as proposed by American Heart Association / 
American College of Cardiology guidelines, it is 
recommended to use ACE inhibitors in persons after 
an acute myocardial infarction to be continued 
indefinetely in all patients with left ventricular 
dysfunction. 


SUMMARY 

Cardiovascular disease is the commonest cause of 
death and hospitalization in patients 65 years of age 
or older. The main offenders among the cardiovascular 
disorders in this age are CHD and hypertension. 

Many non-pharmacologic and pharmacologic 
mesures in the middle-aged persons have confirmed 
for many years the effectiveness of primary and 
secondary prevention. Múltiple intervention triáis in 
the recent years have also demonstrated the effective¬ 
ness of these measures in patients 65 years of age and 
older. 

A summary of the main primary and secondary 
non-pharmacologic and pharmacologic measures that 
have been proven to be effective and useful in elderly 
patients has been presented with particular attention 
to hypertension and CHD. It also has been demos- 
trated that elderly patients have the capacity to follow 
the instructions of their physicians and that, as 
younger patients, they respond to these measures. 1 
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VA C CIN E S 





Introducing 


Prevnar 



CPT code# 90669 

Risks are associated with all vaccines, including Prevnar ". Hypersensitivity to any 
vaccine component is a contraindication to its use. Prevnar 1 " may not provide 100% 
protection against vaccine serotypes or protect against nonvaccine serotypes. 
See Brief Summary of Prescribing Information on the last page for indications 
and usage, dosage and administration, and safety information. 





Help prevent invasive pneumococcal diseases 

Proven effective in a large-scale clinical trial (N=37 r 816) 1 

• Efficacy against vaccine serotypes: 100% (95% CI: 75.4% to 100%) 

• Efficacy against all pneumococcal serotypes: 90.0% (95% CI: 58.3% to 98.9%) 

A favorable safety profile 1 

• In clinical triáis (n=18,168), the most ffequently reported adverse events included injection 
site reactions, fever (>38‘C), irritability, drowsiness, restless sleep, and decreased appetite 

Challenging the problem of drug-resistant Streptococcus pneumoniae 

• The 7 serotypes contained in Prevnar™ (4,6B, 9V, 14,18C, 19F, 23F) may help protect 
against 74% of the penicillin-nonsusceptible pneumococcal infections in children 
<6 years of age in the U.S. 12 

Approved for routine administration 1 

• Infant administration at 2,4,6, and 12 to 15 months of age 

Administration for previously unvaccinated older infants and children 1 

• For infants and children >7 months of age, please see Prescribing Information for 
appropriate dosing schedule 









Pneumococcal 7-valent Conjúgate Vaccine 
(Diphtheria CRM I97 Protein) 


References: 1. Prescribing Information for Prevnar-, Pneumococcal 7-valent Conjúgate Vaccine 
(Diphtheria CRM, q , Protein). Lederle Laboratories, Pearl Rlver, NY. 2. Butler JC, Hofmann J, Cetron MS, 
et al. The continued emergence of drug-resistant Streptococcus pneumoniae in the United States: an update 
from the Centers for Disease Control and Prevention's Pneumococcal Sentinel Surveillance System. J Infecí 
Dis. 1996:174:986-993. 

% only 

For Intramuscular Injection Only 

See Prescribing Information for complete summary. 

INDICATIONS AND USAGE 

Prevnar - is indicated for active Immunization of infants and toddlers agalnst ¡nvasive disease caused by 
Streptococcus pneumoniae due to capsular serotypes included in the vaccine (4, 6B, 9V, 14,18C, 19F, 
and 23F). The routine schedule is 2, 4, 6, and 12-15 months of age. This vaccine is not ¡ntended to be 
used for treatment of active infectlon. As with any vaccine, Prevnar - may not protect 100% of individuáis 
receivlng the vaccine. For additional Information on usage, see DOSAGE AND ADMINISTRARON. 
CONTRAINDICATIONS 

Hypersensitivity to any component of the vaccine, ¡ncluding diphtheria toxoid, is a contraindication 
to use of this vaccine. Although a severe or even a modérate febrile illness is sufficient reason 
to postpone vaccinations, minor illnesses, such as a mild upper respiratory infection with or without 
low-grade fever, are not generally contraindications. 

WARNINGS 

THIS VACCINE WILL NOT PROTECT AGAINST S. PNEUMONIAE DISEASE OTHER THAN THAT CAUSED 
BY THE SEVEN SEROTYPES INCLUDED IN THE VACCINE, ÑOR WILL IT PROTECT AGAINST OTHER 
MICROORGANISMS THAT CAUSE INVASIVE INFECTIONS SUCH AS BACTEREMIA AND MENINGITIS. 
Do not glve to Infants or children with thrombocytopenia or any coagulation disorder that would 
contraindicate intramuscular injection unless the potential benefit clearly outweighs the risk of 
administration. If the decisión is made to administer this vaccine to children with coagulation disorders, 
it should be given with caution. (See DRUG INTERACTIONS.) 

Immunization with Prevnar- does not substltute for routine diphtheria immunization. Healthcare 
professlonals should prescribe and/or administer this product with caution to patients with a possible 
history of látex sensitivity since this packaging contains dry natural rubber. 

PRECAUTIONS 

Prevnar- is for intramuscular use only and SHOULD UNDER NO CIRCUMSTANCES BE ADMINISTERED 
INTRAVENOUSLY. The safety and immunogenicity of other routes of administration (e.g., subcutaneous) 
have not been evaluated. 

General 

CARE IS TO BE TAKEN BY THE HEALTHCARE PROFESSIONAL (HCP) FOR SAFE AND EFFECTIVE USE OF 
THIS PRODUCT. 

1. PRIOR TO ADMINISTRATION OF ANY DOSE OF THIS VACCINE, ASK THE PARENT OR GUARDIAN 
ABOUT THE PERSONAL HISTORY, FAMILY HISTORY, AND RECENT HEALTH STATUS OF THE VACCINE 
RECIPIENT. THE HCP SHOULD ASCERTAIN PREVIOUS IMMUNIZATION HISTORY, CURRENT HEALTH 
STATUS, AND OCCURRENCE OF ANY SYMPTOMS AND/OR SIGNS OF AN ADVERSE EVENT AFTER 
PREVIOUS IMMUNIZATIONS IN THE CHILD TO BE IMMUNIZED, IN ORDER TO DETERMINE THE 
EXISTENCE OF ANY CONTRAINDICATION TO IMMUNIZATION WITH THIS VACCINE AND TO ALLOW 
AN ASSESSMENT OF RISKS AND BENEFITS. 

2. BEFORE THE ADMINISTRATION OF ANY BIOLOGICAL, THE HCP SHOULD TAKE ALL PRECAUTIONS 
KNOWN FOR THE PREVENTION OF ALLERGIC OR ANY OTHER ADVERSE REACTIONS. This should 
inelude a review of the patient's history regarding possible sensitivity: the ready availability of 
epinephrine 1:1000 and other appropriate agents used for control of immediate allergic reactions: 
and a knowledge of the recent literature pertaining to use of the biological concerned, including the 
nature of side effeets and adverse reactions that may follow its use. 

3. Children with impaired immune responsiveness, whether due to the use of immunosuppressive 
therapy (including irradiation, corticosteroids, antimetabolites, alkylating agents, and cytotoxic 
agents), a genetic defect, HIV infection, or other causes, may have reduced antibody response to 
active immunization. 

4. The use of pneumococcal conjúgate vaccine does not replace the use of 23-valent pneumococcal 
polysaccharide vaccine in children >24 months with sickle cell disease, asplenia, HIV infection, 
chronic illness or who are immunocompromlsed. Data on sequentlal vaccinatlon with Prevnar- 
followed by 23-valent pneumococcal polysaccharide vaccine are limited. In a randomized study, 23 
children >2 years of age with sickle cell disease were administered either two doses of Prevnar- 
followed by a dose of polysaccharide vaccine or a single dose of polysaccharide vaccine alone; 
safety and Immune responses with the combined schedule were similar to polysaccharide vaccine alone. 

5. Since this product is a suspensión contalning an aluminum adjuvant, shake vigorously immediately 
prior to use to obtain a uniform suspensión prior to withdrawing the dose. 

6. Use a sepárate sterile syringe and needle or a sterile disposable unit for each individual to prevent 
transmission of hepatitis or other infectious agents from one person to another. Needles should be 
disposed of properly and should not be recapped. 

7. Special care should be taken to prevent injection into or near a blood vessel or nerve. 

DRUG INTERACTIONS 

As with other intramuscular injections, give Prevnar- with caution to children on anticoagulant therapy. 
During clinical studies, Prevnar- was administered simultaneously with DTP-HbOC or DTaP and HbOC; 
OPV or IPV; Hep B vaccines; MMR; and Varicella vaccine. (See Prescribing Information for summary of 
immune response to routine vaccines when administered with Prevnar-.) 

CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILITY 

Prevnar- has not been evaluated for any carcinogenic or mutagenic potential, or impairmont of fertility. 

PREGNANCY 

Pregnancy Category C 

Animal reproductive studies have not been conducted with this product. It is not known whether 
Prevnar- can cause fetal harm when administered to a pregnant woman or affect reproductive 
capacity. Prevnar - is not recommended for use in pregnant women. 

Nursíng Mothers 

Prevnar - is not recommended for use in a nursing mother. 


PEDIATRIC USE 

Prevnar- has been shown to be usually well-tolerated and immunogenic in infants. The safety and 
effectiveness of Prevnar- in children below the age of 6 weeks have not been established. Immune 
responses elicited by Prevnar - among infants born prematurely have not been studied. 

GERIATRIC USE 

Prevnar- is NOT recommended for use in adult populations. It is not to be used as a substitute for the 
pneumococcal polysaccharide vaccine in geriatric populations. 

ADVERSE REACTIONS 

Overall, the safety of Prevnar- has been evaluated in a total of five clinical studies in which 18,168 
infants and children received a total of 58,699 doses of vaccine at 2, 4, 6, and 12-15 months of age. 
In addition, the safety of Prevnar- was evaluated in 560 children from four ancillary studies who started 
immunization at 7 months to 9 years of age. (See Prescribing Information for summary of local reactions 
and systemic events reported for the efficacy and all ancillary studies.) 

The majority of the safety experience with Prevnar- comes from the Northern California Kaiser 
Permanente Efficacy Trial in which 17,066 infants received 55,352 doses of Prevnar- and 17,080 children 
received a total of 55,387 doses of the control vaccine (investigational meningococcal group C 
conjúgate vaccine [MnCC]), along with other routine childhood vaccines through April 1998. Local 
reactions and systemic events occurring within 48 hours of each dose of vaccine were ascertained by 
scripted telephone interview on a randomly selected subset of approximately 3,000 children in each 
vaccine group. The rate of relatively rare events requiring medical attention was evaluated across all 
doses in all study participants using automated databases. 

For subjeets who received Prevnar- at 2, 4, 6, and 12-15 months of age, the occurrence of local 
reactions, such as erythema, induration, tenderness, and any ¡nterference with limb movement, were 
described. Additionally, limited data on local reactions in previously unvaccinated older children were 
described. (See Prescribing Information for complete summary.) 

With vaccines in general, including Prevnar-, it is not uncommon for patients to note within 48 to 72 
hours at or around the injection site the following minor reactions: edema; pain or tenderness; redness, 
inflammation or skin discoloration; mass; or local hypersensitivity reaction. Such local reactions are 
usually self-limited and require no therapy. As with other aluminum-containing vaccines, a nodule may 
occasionally be palpable at the injection site for several weeks. 

Systemic events included fever, irritability, drowsiness, restless sleep, decreased appetite, vomiting, 
diarrhea, fussiness, and rash or hives. (See Prescribing Information for complete summary.) 

The following events were reported within 3 days of a dose during follow-up from October 1995 through 
April 1998 of the 17,066 subjeets who received at least one dose of Prevnar- in the efficacy trial. There 
were 24 hospitalizations (for 29 diagnoses) as follows: bronchiolitis (5); congenital anomaly (4); elective 
procedure, UTI (3 each); acute gastroenteritis, asthma, pneumonia (2 each); aspiration, breath holding, 
influenza, inguinal hernia repair, otitis media, febrile seizure, viral syndrome, well child/reassurance (1 
each). There were 162 emergeney room visits (for 182 diagnoses) as follows: febrile illness (20); acute 
gastroenteritis (19); trauma, URI (16 each); otitis media (15); well child (13); irritable child, viral syndrome 
(10 each); rash (8); croup, pneumonía (6 each); poisoning/ingestion (5); asthma, bronchiolitis (4 each); 
febrile seizure. UTI (3 each); thrush, wheezing, breath holding, chokíng, conjunctivitis, inguinal hernia 
repair, pharyngitis (2 each); colic, colitis, congestive heart failure, elective procedure, hives, influenza, 
ingrown toenail, local swelling, roséola, sepsis (1 each). 

One case of a hypotonic-hyporesponsive episode (HHE) was reported in the efficacy study following 
Prevnar- and concurrent DTP vaccines in the study period from October 1995 through April 1998. Two 
additional cases of HHE were reported In four other studies, and these also occurred in children who 
received Prevnar - concurrently with DTP vaccine. 

In the Kaiser efficacy study, seizures were reported in 8 Prevnar- recipients and 4 control vaccine 
recipients within 3 days of immunization. Of the 8 Prevnar- recipients, 7 received concomitant DTP- 
containing vaccines and one received DTaP. Of the 4 control vaccine recipients, 3 received 
concomitant DTP-containing vaccines and one received DTaP. In the other 4 studies combined, in 
which 1,102 children were immunized with 3,347 doses of Prevnar- and 408 children were immunized 
with 1,310 doses of control vaccine (either investigational meningococcal group C conjúgate vaccine 
or concurrent vaccines), there was one seizure event reported within 3 days of immunization. This 
subject received Prevnar- concurrent with DTaP vaccine. 

Twelve deaths (5 SIDS and 7 with clear alternative cause) occurred among subjeets receiving 
Prevnar-, of which 11 (4 SIDS and 7 clear alternative cause) occurred in the Kaiser efficacy study from 
October 1995 until April 20,1999. In comparison, 21 deaths (8 SIDS, 12 clear alternative cause, and one 
SIDS-like death in an older child) occurred in the control vaccine group during the same time period in 
the efficacy study. 

In a review of all hospitalizations between October 1995 and August 1999 in the efficacy study for the 
specific diagnoses of aplastic anemia, autoimmune disease, autoimmune hemolytic anemia, diabetes 
mellitus, neutropenia, and thrombocytopenia, the numbers of such cases were either equal to or less 
than the expected numbers based on the 1995 Kaiser Vaccine Safety Data Link data set. 

DOSAGE AND ADMINISTRATION 
Vaccine Schedule 

For infants, the immunization series of Prevnar - consists of three doses of 0.5 mL each, at approximately 
2-month intervals, followed by a fourth dose of 0.5 mL at 12-15 months of age. The customary age for 
the first dose is 2 months of age, but it can be given as young as 6 weeks of age. The recommended 
dosing interval is 4 to 8 weeks. The fourth dose should be administered at least 2 months after the third dose. 


Previously Unvaccinated Older Infants and Children 

For previously unvaccinated older infants and children, who are beyond the age of the routine infant 
schedule, the following schedule applies: 


Age at First Dose 

Total Number of 0.5 mL Doses 

7-11 months of age 

3* 

12-23 months of aqe 

2t 

> 24 months through 9 years of age 1 


* 2 doses at least 4 weeks apart; third dose after the one-year birthday, separated from the second dose 
by at least 2 months. 

12 doses at least 2 months apart. 


(See Prescribing Information: CLINICAL PHARMACOLOGY section for the limited available 
immunogenicity data and ADVERSE EVENTS section for limited safety data corresponding to the 
previously noted vacclnation schedule for older children.) 


Safety and immunogenicity data are either limited or not available for children in specific high risk 
groups for invasive pneumococcal disease (e.g., persons with sickle cell disease, asplenia, HlV-infected). 
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Cerebral Thrombosis and Vasculitis: An Uncommon 
Complication of Ulcerative Colitis 


Abstract: Cerebral thrombotic disease is a rare and nearly 
alzuays fatal complication of ulcerative colitis. It is associated 
lüith a necrotizing vasculitis. We report a fatal case ivith a 
confusing neurologic picture arisingfrom this complication. 

Autopsy revealed necrosis and hemorrhages affecting 
both cortical grey and white matter. Microscopio exami- 
nation showed thrombosis ofsmall and médium size vessels 
associated ivith hemorrhages and a necrotizing angiitis. 
Ulcerations, hemorrhages, pseudopolips, and cryptic 
abscesses ivere found in the rectosigmoid región ofthe colon 
compatible ivith active ulcerative colitis. 

A sudden neurologic déficit in a patient ivith ulcerative 
colitis should direct attention to the consideradori of a cere¬ 
bral thrombotic event and the possibility of an associated 
cerebral vasculitis. Diagnosis may be strongly suggested 
by MRl or arteriography, but it may require confirmaron 
by biopsy of the brain parenchyma and leptomeninges. A 
hypercoagulable state has been associated ivith the 
thrombosis. Anticoagulation has yielded successfid results 
in some patients ivith cerebral thrombosis but the risk of 
massive intracranial and gastrointestinal bleeding preelude 
to establish clear indications. Neurologic improvement has 
been obtained ivith the use ofsteroids and cyclophosphamide. 

Introduction 

T hrombotic disease is a rare but nearly always fatal 
complication of ulcerative colitis. This fatal 
complication is associated with a necrotizing vasculitis 
and thrombotic events. We present a 47-year-old man 
with ulcerative colitis and a confusing neurologic 
picture arising from this complication. 

Case Report 

A 47-year-old man developed ulcerative colitis 
seven years ago. He had been treated periodically for 
exacerbations, but had not sought medical care or 
received medications for ulcerative colitis during the 
previous year. Severe frontal headaches, occasional 
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dizziness, and blurring of visión had been noted 
during the last four to five years. Two months before 
admission, occasional shaking chills associated with 
diarrhea developed. One week before admission, he 
complained of nausea and was observed to be 
confused occasionally and forgetful of recent events. 
Twenty-four hours before admission, he suddenly 
developed a right hemiparesis and motor aphasia. 

On admission, his temperature was 36.7 C, pulse 
90 per minute, respiratory rate 20 and blood pressure 
110/70 mmHg. He was lethargic and mildly dehy- 
drated. He opened eyes on command but was other- 
wise unresponsive. The Glasgow coma scale was 7. 
His head was symmetric with no trauma. The cardiac 
rhythm was regular and without murmurs. The 
abdomen was scaphoid and without tenderness, 
visceromegaly or masses. Bowel sounds were present. 
Normal pedal pulses were present. Fundoscopic 
examination showed bilateral papilledema. Direct and 
consensual pupillary reflexes were absent. Corneal 
and gag reflexes were present. The right arm and leg 
were spastic without any spontaneous movement or 
muscle contraction. The left arm and leg had normal 
muscle tone. There were no involuntary movements. 
Brudzinski and Kernig signs were absent. Deep 
tendón reflexes were hyperactive on the right and 
decreased on the left. 

The white blood cell count was 17,400 cells per cubic 
millimeters with 28% band forms. The hemoglobin 
was 11.6 g, the hematocrit 35.5% and the platelet count 
181,000 per cubic millimeter. Partial thromboplastin 
time and prothrombin time were normal. The blood 
glucose was 176 mg/dl, the albumin 3.1 g. Other 
serum chemistries were normal. The electrocardio- 
gram showed a normal sinus rhythm and no ST-T 
abnormalities. A brain CT sean without contrast 
showed an area of low attenuation extending from 
the parietal región to the occipital lobe. Midline 
structures were shifted to the right with compression 
of the right ventricles. Since findings were suggestive 


Thirci year medical resident*, Chairman of the Department of Medicine**, Director ofClinical Investigation, Department of Medicine*** 

Corresponding author: Francisco Jaume Anselmi, M.D., F.A.C.P. 

'Department of Medicine, Fíospital de La Concepción, Box 796JSan Germán, P.R. 00683 
Tel. (787) 892-1860 Ext. 4645 — 


9 







of a cerebral tumor, the patient was treated with 300cc 
of 20% mannitol solution and 10 mg of decadron 
every six hours, but the neurological status rapidly 
deteriorated. Within twenty-four hours, obtundation 
progressed to complete unresponsiveness, and finally 
coma. The Glasgow coma scale decreased from 7 to 3. 
Twenty-six hours after admission the patient had a 
cardiorespiratory arrest and resuscitative measures 
were unsuccessful. 


Discussion 

The most likely cause of a sudden neurological 
déficit in a middle age man with ulcerative colitis is a 
thrombotic event with cerebral vasculitis. Thrombosis 
of dural, sagittal, and lateral sinuses have also been 
reported in patients with ulcerative colitis and also 
present a similar clinical picture (1). Arterial throm¬ 
bosis tends to be more common than venous. Active 
ulcerative colitis needs not to be present 
in all patients and cerebral thrombosis 
may occur even after colectomy (7). 

Characteristically, the patient has no 
significant atherosclerosis, hypertension, 
diabetes mellitus, or any other known 
risk to predispose to thromboembolic 
disease (7). This diagnosis may be strong- 
ly suggested by MRI or ateriography but 
it may require confirmation by biopsy of 
the brain parenchyma and leptome- 
ninges (2). 

The mechanism causing the throm¬ 
bosis is poorly understood. Ahypercoa- 
gulable State has been described in some 
of these patients associated thrombosis, 
elevated factors VII, V, increased fibrino- 
gen, anti-thrombin III deficiency, and 
transient deficiency of protein C and S. 



Figure 1. Low power vieiv ofthe cerebral parenchyma showing thromboses (arroiv head) of 
small and médium size vessels and hemorrhages (arrow). (Hematoxilin and eosin X10.) 


At autopsy, the meninges and dural 
sinuses were free of hemorrhages or 
thrombosis. The left parietal hemisphere 
appeared hemorrhagic. Midline struc- 
tures were shifted to the right. Necrosis 
and hemorrhages were present in both 
cortical gray and white matter. Micros- 
copie examination showed thrombosis 
of small and médium size vessels with 
associated hemorrhages, (see Fig. 1) and 
necrotizing angiitis, (see Fig. 2). The rest 
of the cerebrum showed normal paren¬ 
chyma, the basal ganglia and spinal cord 
showed no abnormalities. Stains for 
herpes simplex types 1&2, and cytome- 
galovirus were negative. The gastrointes¬ 
tinal tract from cecum to rectosigmoid 
colon showed shallow ulcerations, in¬ 
termedíate areas of hemorrhages, and 
pseudopolips. Cryptic abscesses and 
purulent exudates were also found. 
Polymorphonuclear cells intermixed 
with areas of mucosal regeneration 
suggested an acute inflammatory pro- 
cess. 



Figure 2. High power vieiv showing necrotizing vasculitis (arrow heads) and an intense 
inflammatory responso (arrow). (Hematoxilin and eosin X 40.) 


In others lupus anticoagulant and hyperhomocyst- 
einemia have been identified (5,8,9,6). Endothelial acti- 
vation by cytokines leading to loss of vessel-wall anti¬ 
coagulant surface function has been hypothesized (5). 
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Anticoagulation with heparin, strepto-kinase, and 
urokinase, have resulted in improvement in some 
patients but the risk of massive gastrointestinal 
bleeding has precluded investigations to establish 
clear indications for anticoagulation therapy (2,4,6,7). 
In cases where a vasculitis is demonstrated, immuno- 
suppression may be considered. Use of steroids in 
combination with cyclophosphamide and mesalamine 
produced neurologic improvement in two reported 
cases (2). 

Resumen: Enfermedad trombótica cerebral es una 
complicación rara y casi siempre fatal de colitis ulcerativa. 
Se asocia además con una vasculitis necrotizante. 
Informamos sobre un paciente que murió con un cuadro 
neurológico confuso que surgió de esta complicación. 

La autopsia reveló hemorragias que afectaron la corteza 
cerebral. El examen microscópico reveló trombosis de los 
vasos cerebrales medianos y pequeños con hemorragias y 
una vasculitis necrotizante. Ulceraciones, hemorragias, 
pseudopólipos, y abscesos crípticos se observaron en la región 
rectosigmoide lo que sugirió una colitis ulcerativa activa. 

Un súbito deterioro neurológico en un paciente con 
colitis ulcerativa debe dirigir la atención hacia la consi¬ 
deración de un evento trombótico cerebral asociado a una 
vasculitis cerebral. El diagnóstico se sugiere por estudios 
de resonancia magnética y ateriografía, pero, en ocasiones 
es necesaria la biopsia cerebral para confirmar el diagnóstico.. 
Estados hipercoagulables han sido asociados con la 
ocurrencia de trombosis. La anticoagulación ha dado buenos 
resultados en pacientes con trombosis cerebral, pero el riesgo 
de hemorragias masivas intracranianas y gastrointestinales 
no ha permitido establecer indicaciones claras. El uso de 
esteroides y cyclofosfamida ha dado buenos resultados al 
mejorar el estado neurológico de algunos pacientes. 
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Lipitor™ (Atorvastatin Calcium) Tablets 

Brief Summary of Prescribing Information 

CONTRAINDICATIONS: Active liver disease or tinexplained persistent elevations of serum transaminases. 
Hypersensitivity to any component of thís medication. Pregnancy and Lactation: Atherosclerosis is a 
chronic process and discontinuation of lipid-lowering drugs during pregnancy should have little impact on 
the outcome of long-term therapy of primary hypercholesterolemia. Cholesterol and other products of 
cholesterol biosynthesis are essential components for fetal development (including synthesis of steroids 
and cell membranes). Since HMG-CoA reductase inhibitors decrease cholesterol synthesis and possibly 
the synthesis of other biologically active substances derived from cholesterol, they may cause fetal harm 
when admimstered to pregnantwomen. Therefore, HMG-CoA reductase inhibitors are contraindicated 
during pregnancy and in nursing mothers. ATORVASTATIN SHOULD BE ADMINISTERED TO WOMEN OF 
CHILDBEARING AGE ONLY WHEN SUCH PATIENTS ARE HIGHLY UNLIKELYTO CONCEIVE AND HAVE 
BEEN INFORMED OF THE POTENTIAL HAZAROS. If the patient becomes pregnant while takmg this drug, 
therapy should be discontinued and the patient apprised of the potential hazard to the fetus 
WARNINGS: Liver Dysfunction — HMG-CoA reductase inhibitors, like some other lipid-lowering therapies, 
have been associated with biochemical abnormalities of liver function. Persistent elevations (>3 times the 
upper limit of normal [ULN] occurríng on 2 or more occasions) in semm transaminases occurred in 0.7% 
of patients who received atorvastatin in clinical triáis. The incidence of these abnormalities was 0 2%, 
0.2%. 0.6%, and 2.3% for 10,20. 40, and 80 mg, respectively One patient in clinical triáis developed |aun- 
dice. Increases in liver function tests (LFT) in other patients were not associated with jaundice or other 
clinical signs or symptoms. Upon dose reduction, drug interruption, or discontinuation, transaminase levels 
returned to or near pretreatment levels without sequelae. Eighteen of 30 patients with persistent LFT eleva- 
tions contmued treatment with a reduced dose of atorvastatin It is recommended that liver function tests 
be performed before the initiation of treatment at 6 and 12 weeks afler initiation of therapy or elevation 
in dose. and periodically (eg, semiaiinualfy) thereafter Liver enzyme changes generally occur in the first 
3 months of treatment with atorvastatin. Patients who develop increased transaminase levels should be 
monitored until the abnormalities resolve. Should an increase in ALT or AST of >3 times ULN persist 
reduction of dose or withdrawal of atorvastatin is recommended. Atorvastatin should be used with caution 
in patients who consume substantial quantities of alcohol and/or have a history of liver disease. Active 
liver disease or unexplained persistent transaminase elevations are contramdications to the use of ator- 
vastatm (see CONTRAINDICATIONS) Skeletal Muscle — Rhabdomyolysis wifh acule renal failure sec 
ondary to myoglobinuria has been reported with other dmgs in this class. Uncomplicated myalgia has 
been reported in atorvastatin-treated patients (see ADVERSE REACTI0NS). Myopathy, defmed as muscle 
aches or muscle weakness in coniunction with increases in creatine phosphokinase (CPK) valúes >10 
times ULN, should be considered in any patient with diffuse myalgias, muscle tenderness or weakness, 
and/or marked elevation of CPK. Patients should be advised to report promptly unexplained muscle pain, 
tenderness or weakness, particularly if accompamed by malaise or fever. Atorvastatin therapy should be 
discontinued if markedly elevated CPK levels occur or myopathy is diagnosed or suspected. The risk of 
myopathy during treatment with other drugs in this class is increased with concurrentadmimstration of 
cyclosporine, fibric acid derivatives, erythromycin, niacin, or azole antifungals. Physicians considering 
combined therapy with atorvastatin and fibric acid derivatives, erythromycin, immunosuppressive drugs, 
azole antifungals, or lipid-lowering doses of niacin should carefully weigh the potential benefits and risks 
and should carefully monitor patients for any signs or symptoms of muscle pain, tenderness, or weakness, 
particularly during the imtial months of therapy and during any periods of upward dosage titration of either 
drug. Periodic creatine phosphokinase (CPK) determinations may be considered in such situations, but 
there is no assurance that such momtoring will prevent the occurrence of severe myopathy . Atorvastatin 
therapy should be temporarily withheld or discontinued in any patient with an acute, serious condition 
suggestive of a myopathy or having a risk factor predisposing to the development of renal failure sec 
ondary to rhabdomyolysis (eg. severe acute infection. hypotension. major surgery. trauma, severe meta 
bolic. endocrine and electrolyte disorders, and uncontrolled seizures). 


PRECAUTIONS: General — Before institutmg therapy with atorvastatin, an attempt should be made to con¬ 
trol hypercholesterolemia with appropriate diet. exercise, and weight reduction in obese patients, and to 
treat other underlying medical problems (see INDICATIONS AND USAGE in full prescribing information). 
Information for Patients — Patients should be advised to report promptly unexplained muscle pain, ten¬ 
derness, or weakness, particularly if accompamed by malaise or fever. Drug Interactions — The risk of 
myopathy during treatment with other drugs of this class is increased with concurrent administration of 
cyclosporine, fibric acid derivatives, niacin (nicotimc acid), erythromycin, azole antifungals (see WARN- 
INGS, Skeletal Muscle). Antacid: When atorvastatin and Maalox®TC suspensión were coadministered, 
plasma concentrations of atorvastatin decreased approximately 35%. However, LDL-C reduction was not 
altered. Anápyrine: Because atorvastatin does not affect the pharmacokinetics of antipyrine, interactions 
with other drugs metabolized via the same cytochrome isozymes are not expected. Colestipol: Plasma 
concentrations of atorvastatin decreased approximately 25% when colestipol and atorvastatin were coad¬ 
ministered. However, LDL-C reduction was greater when atorvastatin and colestipol were coadministered 
than when either drug was given alone. Cimetidine: Atorvastatin plasma concentrations and LDL-C reduc¬ 
tion were not altered by coadminístration of cimetidine. Digoxin: When múltiple doses of atorvastatin and 
digoxin were coadministered, steady-state plasma digoxin concentrations increased by approximately 
20%. Patients taking digoxin should be monitored appropriately. Erythromycin: In healthy individuáis, plas¬ 
ma concentrations of atorvastatin increased approximately 40% with coadministration of atorvastatin and 
erythromycin, a known inhibitor of cytochrome P450 3A4 (see WARNINGS, Skeletal Muscle) Oral 
Contraceptivos: Coadministration of atorvastatin and an oral contraceptive increased AUC valúes for 
norethindrone and ethinyl estradiol by approximately 30% and 20%. These increases should be considered 
when selecting an oral contraceptive for a woman taking atorvastatin. Warfarin: Atorvastatin had no 
clinically significant effect on prothrombin time when administered to patients receiving chronic warfarin 
treatment OtherConcomitant Therapy: In clinical studies, atorvastatin was used concomitantly with anti- 
hypertensive agents and estrogen replacement therapy without evidence of clinically significant adverse 
interactions. Interaction studies with specific agents have not been conducted Endocrine Function — 
HMG-CoA reductase inhibitors interfere with cholesterol synthesis and theoretically might blunt adrenal 
and/or gonadal steroid production. Clinical studies have shown that atorvastatin does not reduce basal 
plasma cortisol concentration or impair adrenal reserve. The effects of HMG-CoA reductase inhibitors on 
male fertility have not been studied in adequate numbers of patients. The effects, if any, on the pituitary- 
gonadal axis in premenopausal women are unknown. Caution should be exercised if an HMG-CoA reduc¬ 
tase inhibitor is administered concomitantly with drugs that may decrease the levels or activity of endoge- 
nous steroid hormones, such as ketoconazole, spironolactone, and cimetidine. CNSToxicity — Brain 
hemorrhage was seen in a female dog treated for 3 months at 120 mg/kg/day. Brain hemorrhage and optic 
nerve vacuolation were seen in another female dog that was sacrificed in moribund condition after 11 
weeks of escalating doses up to 280 mg/kg/day. The 120 mg/kg dose resulted in a systemic exposure 
approximately 16 times the human plasma area-under-the curve (AUC, 0-24 hours) based on the máximum 
human dose of 80 mg/day. A single tonic convulsión was seen in each of 2 male dogs (one treated at 10 
mg/kg/day and one at 120 mg/kg/day) in a 2-year study. No CNS lesions have been observed in mice after 
chronic treatment for up to 2 years at doses up to 400 mg/kg/day or in rats at doses up to 100 mg/kg/day. 
These doses were 6 to 11 times (mouse) and 8 to 16 times (rat) ihe human AUC (0-24) based on ¡he máxi¬ 
mum recommended human dose of 80 mg/day. CNS vascular lesions, characterized by perivascular hem- 
orrhages, edema, and mononuclear cell infiltration of perivascular spaces, have been observed in dogs 
treated with other members of this class. A chemically similar drug in this class produced optic nerve 
degeneration (Wallerian degeneration of retinogeniculate fibers) in clinically normal dogs in a dose-depen- 
dent fashion at a dose that produced plasma drug levels about 30 times higher than the mean drug level in 
humans taking the highest recommended dose. Carcinogenesis, Mutagenesis. Impaimient of Fertility — 

In a 2-year carcinogenicity study in rats at dose levels of 10, 30, and 100 mg/kg/day, 2 rare tumors were 
found in muscle in high-dose females: in one, there was a rhabdomyosarcoma and, in another, there was a 
fibrosarcoma. This dose represents a plasma AUC (0-24) valué of approximately 16 times the mean human 
plasma drug exposure after an 80 mg oral dose. A 2-year carcinogenicity study in mice given 100, 200, or 
400 mg/kg/day resulted in a significant increase in liver adenomas in high-dose males and liver carcino¬ 
mas in high-dose females. These findings occurred at plasma AUC (0-24) valúes of approximately 6 times 
the mean human plasma drug exposure after an 80 mg oral dose. In vltro, atorvastatin was not mutagenic 
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or clastogemc in the followmg tests with and without metabolic activation: the Ames test with Salmonella 
typhimurium and Escherichia cotí, the HGPRT forward mutation assay in Chínese hámster lung cells, and 
the chromosomal aberration assay in Chínese hámster lung cells. Atorvastatin was negative in the in vivo 
mouse micronucleus test. Studies in rats performed at doses up to 175 mg/kg (15 times the human expo¬ 
sure) produced no changes in fertility. There was aplasia and aspermia in the epididymis of 2 of 10 rats 
treated with 100 mg/kg/day of atorvastatin for 3 months (16 times the human AUC atthe 80 mg dose); testis 
weights were sigmficantly lower at 30 and 100 mg/kg and epididymal weight was lower at 100 mg/kg. Male 
rats given 100 mg/kg/day for 11 weeks prior to mating had decreased sperm motility, spermatid head con¬ 
centration, and increased abnormal sperm. Atorvastatin caused no adverse effects on semen parameters, 
or reproductive organ histopathology in dogs given doses of 10,40, or 120 mg/kg for two years Pregnancy 
Pregnancy Category X — See CONTRAINDICATIONS. Safety in pregnant women has not been estab- 
lished, Atorvastatin crosses the rat placenta and reaches a level in fetal liver equivalent to that of maternal 
plasma. Atorvastatin was not teratogenic in rats at doses up to 300 mg/kg/day or in rabbits at doses up to 
100 mg/kg/day. These doses resulted in múltiples of about 30 times (rat) or 20 times (rabbit) the human 
exposure based on surface area (mg/m'). In a study in rats given 20,100, or 225 mg/kg/day, from gestation 
day 7 through to lactation day 21 (weaning), there was decreased pup survival at birth, neonate, weaning, 
and maturity in pups of mothers dosed with 225 mg/kg/day. Body weight was decreased on days 4 and 21 
in pups of mothers dosed at 100 mg/kg/day; pup body weight was decreased at birth and at days 4, 21, and 
91 at 225 mg/kg/day, Pup development was delayed (rotorod performance at 100 mg/kg/day and acoustic 
startle at 225 mg/kg/day; pinnae detachment and eye opening at 225 mg/kg/day). These doses correspond 
to 6 times (100 mg/kg) and 22 times (225 mg/kg) the human AUC at 80 mg/day Rare reports of congenital 
anomalies have been received following intrauterine exposure to HMG-CoA reductase inhibitors. There 
has been one report of severe congenital bony deformity, tracheo-esophageal fístula, and anal atresia 
(VATER association) in a baby born to a woman who took lovastatin with dextroamphetamme sulfate dur¬ 
ing the first trimester of pregnancy. Lipitor should be administered to women of child-bearing potential only 
when such patients are highly unlikely to conceive and have been informed of the potential hazards. If the 
woman becomes pregnant while taking Lipitor, ít should be discontinued and the patient advised again as 
to the potential hazards to the fetus Nursing Mothers: Nursing rat pups had plasma and liver drug levels of 
50% and 40%, respectively, of that in their mother's milk. Because of the potential for adverse reactions in 
nursing infants, women taking Lipitor should not breast-feed (see CONTRAINDICATIONS) Pediatric Use: 
Treatment experience in a pediatric population is limited to doses of Lipitor up to 80 mg/day for 1 year in 
8 patients with homozygous FH. No clinical or biochemical abnormalities were reported in these patients. 
None of these patients was below 9 years of age Geriatric Use: Treatment experience in adults age 270 
years with doses of Lipitor up to 80 mg/day has been evaluated in 221 patients. The safety and efficacy of 
Lipitor in this population were similar to fhose of patients <70 years of age 

ADVERSE REACTIONS: Lipitor is generally well-tolerated Adverse reactions have usually been mild and 
transient. In controlled clinical studies of 2502 patients, <2% of patients were discontinued due to adverse 
experiences attnbutable to atorvastatin. The mostfrequent adverse events thoughtto be related to ator- 
vastatin were constipation, flatulence, dyspepsia, and abdominal pain Clinical Adverse Experiences: 
Adverse experiences reported in 22% of patients in placebo-controlled clinical studies of atorvastatin, 
regardless of causality assessment: 


Adverse Events in Placebo-Controlled Studies (% of Patients) 


BODY SYSTEM Placebo 

Atorvastatin 

Atorvastatin 

Atorvastatin 

Atorvastatin 

Adverse Event 


10 mg 

20 mg 

40 mg 

80 mg 

N 

= 270 

N = 863 

N = 36 

N = 79 

N = 94 

BODY ASAWHOLE 

Infection 

10.0 

10.3 

2.8 

10.1 

7.4 

Headache 

7.0 

5.4 

16.7 

2.5 

6.4 

Accidental Injury 

3.7 

4.2 

0.0 

1.3 

3.2 

Flu Syndrome 

1.9 

2.2 

0.0 

2.5 

3.2 

Abdominal Pain 

0.7 

2.8 

0.0 

3.8 

2.1 

Back Pain 

3.0 

2.8 

0.0 

3.8 

1.1 

Allergic Reaction 

2.6 

0.9 

2.8 

1.3 

0.0 

Asthema 

1.9 

2.2 

0.0 

3.8 

0.0 

DIGESTIVE SYSTEM 

Constipation 

1.8 

2.1 

0.0 

2.5 

1.1 

Diarrhea 

1.5 

2.7 

0.0 

3.8 

5.3 

Dyspepsia 

4.1 

2.3 

2.8 

1.3 

2.1 

Flatulence 

3.3 

2.1 

2.8 

1.3 

1.1 

RESPIRATORY SYSTEM 

Sinusitis 

2.6 

2.8 

0.0 

2.5 

6.4 

Pharyngitis 

1.5 

2.5 

0.0 

1.3 

2.1 

SKIN AND APPENDAGES 

Rash 

0.7 

3.9 

2.8 

3.8 

1.1 

MUSCULOSKELETAL SYSTEM 





Arthralgia 

1.5 

2.0 

0.0 

5.1 

0.0 

Myalgia 

1.1 

3.2 

5.6 

1.3 

0.0 


The following adverse events were reported, regardless of causality assessment in <2% of patients treat¬ 
ed with atorvastatin in clinical triáis. 

Body as a Whote: Face edema, fever, neck rigidity, malaise, photosensitivity reaction, generalized edema. 
Digestive System: Gastroenteritis, liver function tests abnormal, colitis, vomiting, gastritis, dry mouth, rectal 
hemorrhage, esophagitis, eructation, glossitis, mouth ulceration, anorexia, increased appetite, stomatitis, 
biliary pain, cheilitis, duodenal ulcer, dysphagia, enteritis, melena, gum hemorrhage, stomach ulcer, tenes- 
mus, ulcerative stomatitis, hepatitis, pancreatitis, cholestatic jaundice Respiratory System: Pneumonia, 
dyspnea, asthma, epistaxis NervousSystem: Paresthesia, somnolence, amnesia, abnormal dreams, libido 
decreased, emotional lability, incoordination, peripheral neuropathy, torticollis, facial paralysis, hyperkine- 
sia MusculoskeletalSystem: Leg cramps, bursitis, tenosynovitis, myasthenia, tendinous contracture, 
myositis. Skjnand Appendages: Pruritus, contact dermatitis, alopecia, dry skin, sweating, acné, urticaria, 
eczema, seborrhea, skin ulcer Urogenital System: Urinary frequency, cystitis, hematuria, impotence, 
dysuria, kidney calculus, nocturia, epididymitis, fibrocystic breast vaginal hemorrhage, albuminuria, breast 
enlargement, metrorrhagia, nephritis, urinary incontinence, urinary retention, urinary urgency, abnormal 
ejaculation, uterine hemorrhage Special Senses: Amblyopia, tinnitus, dry eyes, refraction disorder, eye 
hemorrhage, deafness, glaucoma, parosmia, taste loss, taste perversión Cardiovascular System: 
Palpitation, vasodilatation, syncope, migraine, postural hypotension, phlebitis, arrhythmia Metabolic and 
NutritionalDisorders: Hyperglycemia, creatine phosphokinase increased, gout, weight gain, hypo- 
glycemia Hemic andLymphatic System: Ecchymosis, anemia, lymphadenopathy, thrombocytopenia, 
petechia. 

OVERDOSAGE: There is no specific treatment for atorvastatin overdosage. In the event of an overdose, 
the patient should be treated symptomatically, and supportive measures instituted as required. Due to 
extensive drug binding to plasma proteins, hemodialysis is not expected to significantly enhance atorvas¬ 
tatin clearance. 

Caution - Federal law prohibits dispensíng without prescription, 

Consult package insert before prescribing Lipitor '* (Atorvastatin Calcium) Tablets. 

January 1997 0155G021 


PARKE-DAVIS 

Div of Warner-Lambert Co 
Morris Plains, NJ 07950 USA 
MADE IN GERMANY 
© 1997, Warner-Lambert Company 


Marketed by: 

PARKE DAVIS 

Div of Warner-Lambert Co and 

PFIZER Inc. 

New York, NY 10017 






Boletín Asociación Médica de Puerto Rico 


Yol. 92 • 1-2-3 / 2000 • Pág. 12,14 


Estudios Originales: 


Simultaneous Occurrence of Hodgkin's Disease 
and Chronic Lymphocyte Leukemia: A Unique 
Presentation 

r r r 

Luis Acaba MD, FACP. 1 , Deana Hallman MD'Edda Rodríguez-Morales 
MD 2 , Romárfvélez MD 2 and Enrique Velez-García MD, FACP 1 


Summary: Chronic lymphocytic leukemia (CLL) is a 
chronic , low-grade hematologic malignancy that can 
transform to a large cell non-Hodgkin's lymphoma 
(Richter's syndrome), zohich is associated with an 
unfavorable prognosis. A distinct Hodgkin's disease 
subgroup of lymphomatous CLL transformation has been 
well characterized. We describe a patient presenting with 
simultaneous manifestations ofCLL and Hodgkin's disease. 
This patient is unique, presenting with sepárate sites of 
involvement ofeach disease within the same organ, in this 
case the bone marrow. The morphologic and immuno- 
histochemical findings at diagnosis are correlated with the 
findings ofthe postmortem examination. 


Introduction 


C hronic lymphocytic leukemia (CLL) is a 
low-grade, chronic hematologic malignancy with 
j an usually indolent course. In 5-10% of patients there 
is a well described acute transformation to a large cell 
non-Hodgkin's lymphoma (Richter's syndrome) 
t which is associated with an unfavorable prognosis 
j (1, 2). A distinct Hodgkin's disease (HD) subgroup 
of lymphomatous CLL transformation has been 
described, usually in patients with a known history 
| of CLL (3, 4). When these patients transform, 
t coexpression of HD and CLL in the same anatomical 

I site (composite lymphoma) can occur (5-7). The 
morphology usually reveáis distinct areas of 
Reed-Sternberg cells in a background of typical 
CLL (7-9). Rarely patients can also present with 
coexpression of CLL and HD at diagnosis (6). This 
then suggests the possibility of either a sepárate 
random occurrence of two hematologic malignancies 
or manifestation of the same related biological 
phenomenon. 
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We describe a patient presenting with simultaneous 
expression of HD and CLL at diagnosis. The patient 
is unique in presenting with sepárate and distinct sites 
of involvement of each disease within the bone 
marrow. The morphologic and immunohistochemical 
findings at presentation are correlated with the 
findings at autopsy. 


Case Report 

A 58 year-old Hispanic female who was in good 
health until 5 months before admission when she 
developed progressive weakness, anorexia and a 30- 
pound weight loss. Eighteen days before admission 
she developed nocturnal fever and chills. Physical 
examination on admission revealed a cachectic 
female with 38%C temperature. No organomegaly or 
lymphadenopathy was detected. Complete blood 
count revealed a leukocyte count of 2.8 x 10 9 /L, 
the differential revealing 50% neutrophils, 37% 
lymphocytes, 12% monocytes, and 1% eosinophils. 
The hemoglobin was 7.5 g/dL with normocytic indices 
and the platelet count was 70 x 10 9 / L. Serum chemistry 
valúes revealed an elevated serum calcium level of 
14.8 mg/dL and an albumin of 3.0 g/dL. Liver 
function tests were normal. The chest computerized 
tomographic (CT) sean revealed a normal sized 
mediastinum without lymphadenopathy or other 
abnormalities. Abdominal and pelvic CT scans 
revealed homogenous splenomegaly and múltiple 
areas of lymphadenopathy in the periportal and 
retroperitoneal regions. She received packed red 
blood cell transfusions and aggressive intravenous 
hydration that resulted in correction of the hyper- 
calcemia. Parathyroid hormone (PTH) studies re¬ 
vealed a C-term PTH of 68 pg/ di and a PTH-related 
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protein of < 0.2 pmol/L, consistent with secondary 
hypercalcemia. A bone marrow aspírate and core 
biopsy was performed at the right posterior iliac crest. 
No aspiradle material was obtained from this site 
("dry tap"). The biopsy revealed extensive Hodgkin's 
disease, with both mononuclear lacunar and classic 
Reed-Sternberg type cells present in a fibrotic, mixed 
lympho- and histiocytic background. Eosinopbils and 
neutrophils were not prominent. Paraffin immuno- 
histochemical studies were performed on the bone 
marrow biopsy and demonstrated react-ivity of the 
Reed-Sternberg type cells with CD 15 with no 
reactivity to the common leukocyte antigen, CD 45 or 
to the B-cell antigen CD 20, consistent with the histo- 
logic diagnosis of Hodgkin's disease. The surgical 
consultant felt that the patient's poor physical State 
precluded an exploratory laparotomy. A second bone 
marrow aspírate and biopsy was performed on the 
contralateral (left) posterior iliac crest. The aspírate 
revealed numerous small mature lymphocytes and the 
biopsy revealed focal trilineage hematopoiesis with 
expansión of the marrow interstitium by a monomor- 
phous small lymphocytic infíltrate, both suggestive 
of CLL. There was no evidence of fibrosis or Hodgkin's 
disease. Immunophenotyping of the bone marrow 
aspirate revealed coexpression of CD 5 and B-cell 
associated antigens (CD 20 and CD 21) in the majority 
of cells, consistent with the morphologic diagnosis of 
CLL. CD 11c, an adhesión molecule variably expressed 
in patients with CLL was observed in the majority of 
the lymphocytes. This antigen is not expressed in 
mantle cell lymphoma, an entity that is also CD 5 
positive. Concerned over the discrepancy of the bone 
marrow findings, these were repeated. Again, the 
findings were consistent with HD in the right iliac crest 
and CLL in the left iliac crest. Combination chemo- 
therapy with doxorubicin, bleomycin, vincristine, and 
dacarbazine (ABVD) was administered. Six days later 
the patient awoke lethargic and febrile, the complete 
blood count revealing a leukocyte count of 0.7 x 10 9 / 
L, hemoglobin of 7.1 g/dL and platelet count of 14 x 
10 9 /L. Múltiple packed red blood cell and platelet 
transfusions were administered but later that night 
the patient had cardiorespiratory arrest, resulting in 
her death. Uriñe culture subsequently revealed the 
growth of E coli. An autopsy was performed which 
revealed hepatosplenomegaly and generalized 
lymphadenopathy. Histologic sections of the spleen, 
liver, bone marrow and lymph nodes revealed a 
histiocytic background with mild fibrosis, necrosis, 
and mononuclear and multilobulated large cells 
suggestive of Reed-Sternberg cells within a generaliz¬ 
ed monomorphous small lymphocytic infíltrate. 

Discussion 

Large population-based studies have demonstrated 
that patients with CLL are at an increased risk for 
second cancers (3, 10). The various immunologic 


abnormalities described in these patients may increase 
their risk of subsequent malignancies (11, 12). The 
National Cáncer Institute's Surveillance Epidemio- 
logy, and End Results (SEER) Program detected an 
almost eightfold risk of HD in patients with CLL, 
occurring at a median interval of 31 months after 
the initial diagnosis of CLL (3). A major limitation of 
this and other older reports has been the lack of 
immunohistochemical studies. It is known that 
Reed-Sternberg-like cells, with múltiple nuclei and 
prominent nucleoli are seen in advanced phases of 
CLL, which makes histologic diagnosis difficult (13). 
Immunohistochemical as well as histologic evaluation 
is essential to support the diagnosis. Recent reports 
using both evaluations have confirmed that HD can 
develop in patients with preexisting CLL (6,14,15). 

In this patient, the immunohistochemical finding 
of CD 15+, CD 45-, and CD 20- in the Reed-Sternberg 
and lacunar cells at one marrow site confirms the 
diagnosis of HD, as the CD 15 antigen is not typically 
expressed in the B-cell of CLL. However the finding 
of CD 5 (a T-cell antigen) in the small B-cells at the 
opposite marrow site is consistent with CLL. Yet the 
autopsy reveáis the presence of Reed-Sternberg cells 
within the small lymphocytes of CLL. How do we 
reconcile the different bone marrow findings with the 
results of the autopsy? The distribution of the hema- 
tologic malignancies involving the bone marrow is not 
necessarily homogeneous. Occasionally a marrow 
sample from one site will not reveal any morphologic 
abnormality, while malignant cells are evident at the | 
contralateral site. For this reason bilateral sampling , 
of the marrow is usually performed. Since the possible 
area in the posterior-superior iliac crest where a bone 
marrow aspiration or biopsy can be performed is 
limited by anatomy, a repeat bone marrow procedure 
will be performed in an adjacent site. Due to this, it is 
not inconceivable that the repeat bone marrow will 
essentially present similar findings as the original I 
sample. 

It is not known if the patient had simultaneous 
presentation of two unrelated disorders or had 
transformed from a previously undiagnosed CLL to 
HD. The former is suggested by the clinical finding of 
two sepárate malignancies at diagnosis. Although 
possible, this would be unlikely by chance alone in 
two less common malignancies. The latter can occur 
if one recalls that CLL can be asymptomatic for years 
during its initial phase, diagnosis only made by a 
routine blood count. Many patients are therefore 
diagnosed with advanced disease. Patients with CLL 
usually present with lymphocytosis, the clinical 
presentation of leucopenia in the patient suggestive 
of transformation (Richter's syndrome). Furthermore, 
the morphologic findings at autopsy of infiltration of 
lymph nodes, liver, spleen, and bone marrow with 
Reed-Sternberg-like cells among cells typical of CLL 
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suggests this transformation of CLL to HD. With the 
immunohistochemical studies of the bone marrows 
confirming the presence of both CLL and HD there is 
little doubt that the Reed-Sternberg-like cells are 
diagnostic of HD and are not the reactive cells seen in 
advanced stages of CLL. 

A possible mechanism for the transformation of 
CLL to HD has been proposed. Momose et al. (16) 
evaluated 13 patients with CLL and coexisting 
Reed-Sternberg cells. In situ hybridization studies 
were performed using an oligonucleotide probe 
complementary to a portion of the Epstein-Barr virus 
(EBV) gene. In 12 of the cases EBV was identified in 
the Reed-Sternberg cells but not in the surrounding 
cells. These findings imply that infection of the 
malignant B-cells of CLL is perhaps an essential 
mechanism for the development of HD. 

Simultaneous manifestation of CLL and HD at 
diagnosis has been previously reported, but to our 
knowledge this is the first reported case with a 
sepárate, distinct presentation of each disease within 
the same organ, in this case the bone marrow. This 
report also demonstrates the discordance between the 
clinical diagnoses and the importance of the postmor- 
tem examination in reconciling these differences. 

Resumen: La leucemia crónica linfocítica (LCL) es una 
malignidad hematológica crónica de bajo grado que puede 
transformarse en un linfoma de non-Hodgkin (Síndrome 
de Richter), el cual se asocia con una prognosis desfavorable. 
Hay un grupo de pacientes que transforman de LCL a enfer¬ 
medad de Hodgkin. Describimos un paciente que presentó 
LCL y enfermedad de Hodgkin. Este paciente es único en 
presentar distintos sitios de envolvimiento de ambas 
enfermedades en el mismo órgano, en este caso la médula 
ósea. Los hallazgos morfológicos y de inmunohistoquímica 
se correlacionan con los resultados de la autopsia. 
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Dejar de Fumar) 


Mario R. García-Palmieri, MD* 
Carlos Santos, MD** *** 


E l fumar causa en los Estados Unidos alrededor 
de 430,000 muertes anuales, todas potencialmente 
prevenibles. Se estiman, además, 40,000 muertes de 
no fumadores expuestos al humo ambiental del 
cigarrillo. De éstas, 83,000 muertes se deben a enfer¬ 
medades respiratorias de las cuales 64,000 fueron por 
enfermedad pulmonar obstructiva crónica la cual 
incluye enfisema y bronquitis crónica, y el resto 
ocurrió por asma y influenza en personas que fuma¬ 
ban. Estas muertes fueron el 5% del total de muertes 
en la nación y eran potencialmente prevenibles. La 
gran mayoría de estas muertes fueron precedidas por 
un largo período de malestar y sufrimiento en los 
afectados. Además de estas muertes por enfermedades 
pulmonares, el cigarrillo causó 112,000 muertes por 
cáncer del pulmón, 31,000 por otros cánceres como 
los de cabeza y cuello y 201,000 por enfermedad 
cardiovascular (1). Una quinta parte de las muertes 
por enfermedades del corazón son por fumar. El fumar 
duplica el riesgo de sufrir ataques cardíacos y acci¬ 
dentes cerebrovasculares. Uno de cada 10 fumadores 
habituales desarrolla cáncer del pulmón. 

En Estados Unidos hay aproximadamente 15,000,000 
de personas con enfermedades respiratorias secun¬ 
darias al cigarrillo lo cual causa alrededor de 800,000 
admisiones a hospitales. Se calcula que las enferme¬ 
dades relacionadas al fumar cuesta, en cuidado 
médico, 50 billones de dólares anuales al pueblo 
norteamericano (datos del "American Heart Asso- 
ciation" del 1996). 

El fumar tiene efectos devastadores en los pul¬ 
mones, sin contar los efectos de éste en el corazón, en 
la presión sanguínea, en el desarrollo de cáncer, inclu¬ 
yendo el del pulmón, el cual es la causa más común 
de muerte por cáncer en Puerto Rico y Estados Unidos. 
Sencillamente, el cigarrillo es un factor importante en 
las muertes por enfermedades cardíacas, cáncer y 
enfermedades pulmonares, tres de las cinco princi¬ 
pales causas de muerte. 

En las mujeres embarazadas el fumar es una causa 
de bebés de bajo peso y de mortalidad prenatal (2). 


Las mujeres fumadoras tienen más natimuertos, 
partos prematuros y abortos espontáneos. Los bebés 
en su primer año de vida desarrollan más pulmonía y 
bronquitis si sus padres fuman (3, 4). Las madres que 
fuman 10 ó más cigarrillos al día provocan casos 
nuevos de asma en sus hijos (5). 

El cigarrillo inflama el epitelio del bronquio cau¬ 
sando una de dos enfermedades principales: enfisema 
o bronquitis crónica. El enfisema ocurre por una 
destrucción del componente elástico de las paredes 
de los bronquios y los alvéolos causando problemas 
de obstrucción y pobre intercambio de aire. El aire 
entra pero no puede salir y queda atrapado en los 
pulmones. Se diagnostica por los síntomas de falta 
de aire, cansancio y tos, junto a pruebas de función 
pulmonar para medir la difusión de monóxido de 
carbono. La bronquitis crónica ocurre por inflamación 
de los bronquios e hipertrofia de las glándulas en éstos 
causando producción excesiva de moco y flema que 
causa tos y falta de aire. La presencia de tos y expec¬ 
toración por 3 meses repetida por 2 años consecutivos 
confirma el diagnóstico. 
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Un cigarrillo encendido genera 4000 compuestos 
entre gases y partículas (6). La nicotina, el monóxido 
de carbono (gas) y la brea (partícula) son los productos 
del fumar mejor conocidos. La nicotina es una droga 
que produce dependencia con un efecto sobre el 
cerebro y el sistema nervioso. Cuando el fumador 
inhala, la nicotina va directo a los pulmones y a la 
sangre y en siete segundos llega al cerebro (7). 

La nicotina aumenta los latidos del corazón, 
contrae los vasos sanguíneos y precipita la 
coagulación de la sangre (8,9). Crea 
sensaciones de reducción del estrés, de 
apoyo en momentos difíciles y de bienestar 
en los momentos de placer. Esto engaña 
al fumador y le hace más difícil 
el dejar de fumar. 

La situación preo¬ 
cupante de salud y 
los riesgos que vive 
el ser humano con el 
hábito de fumar son 
reversibles si la per¬ 
sona deja de fumar. 

El dejar de fumar es 
una inversión para el 
futuro: menos tos, menos 
cansancio, menos ataques 
cardíacos, menos enfermedades 
pulmonares, menos cáncer del pul¬ 
món, menos muertes y, sobre todo, menos 
sufrimiento y dolor para la persona. 

A pesar de los daños que causa 
el fumar al ser humano, pode¬ 
mos prevenirlos dejando de 
fumar, lo cual es algo usual¬ 
mente difícil para el fuma¬ 
dor. El médico y otros traba¬ 
jadores de la salud tienen 
que participar activamente 
en el esfuerzo de sus pacientes 
para dejar de fumar. Esto con¬ 
lleva desarrollar una estrategia 
basada en 4 principios: Averiguar , 

Aconsejar, Ayudar y Arreglos (1). 

Para los profesionales de la salud trabajar 
con este problema lo primero por hacer es 
averiguar si la persona fuma. Estudios 
hechos revelan que sólo en el 50% de los 
expedientes médicos se ha hecho la 
pregunta al paciente si éste fuma o no 
El primer paso es preguntarle al 
paciente si fuma. 

Si el paciente es 
fumador el se- 
^undo paso es 



aconsejar. El paciente debe recibir consejería acerca 
de los beneficios de dejar de fumar, la cual debe ser 
clara, firme y personalizada. El paciente debe ser 
educado, sin ser amenazado de los riesgos del fumar 
para él y su familia. Muchos pacientes inicialmente 
no consideran parar de fumar, pero se debe establecer 
un diálogo en encuentros subsiguientes sobre qué 
piensa hacer con el problema y 
estimular al paciente a dejar 
de fumar. 

El tercer principio es 
ayudar al paciente en el 
proceso de dejar de fu¬ 
mar. Se establece una 
fecha para dejar de fu¬ 
mar, usualmente en las 
subsiguientes dos sema¬ 
nas. Se puede firmar un 
contrato médico-paciente con 
el día que se va a dejar de fumar. 
Se le provee al paciente información 
acerca de dejar de fumar incluyendo un 
cassette de motivación, que lo pro¬ 
veen libre de costo muchos pro¬ 
gramas para dejar de fumar, o 
literatura de motivación, la cual 
está disponible a través del 
Instituto Nacional de la Salud 
(N.I.H. por sus siglas en inglés). 
Se determina el grado de adic¬ 
ción a nicotina del paciente para 
establecer si se va a usar terapia 
de reemplazo de nicotina tales 
como la goma de mascar, parchos 
o el nuevo medicamento, disponible 
para dejar de fumar, bupropión. Este 
método se utiliza en pacientes que usan 
más de una cajetilla de cigarrillos por día, 
aunque es útil en personas que fumen 
menos. 

Las terapias más comúnmente usadas 
para dejar de fumar son los parchos 
de nicotina (Habitrol, Nicorette, Nico- 
derm, Nicotrol y Prostep), el bupropión 
(Zyban), y el romper en frío sin terapia 
para los síntomas de retirada (10,11). Esta 
última es la más efectiva donde menos 
personas recaen, pero pocos pueden lo¬ 
grarlo de esta manera. 
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Los parchos y otras terapias con nicotina actúan 
reduciendo la dosis de nicotina paulatinamente y así 
se evitan los síntomas de retirada de nicotina del 
paciente. Se usan de seis a diez semanas dependiendo 
el tipo de parcho, y está prohibido que el paciente 
fume con el parcho debido a la posible intoxicación 
con nicotina (efecto aditivo de la nicotina del fumar y 
el parcho). 

El bupropión evita los síntomas de retirada de 
nicotina en los pacientes. Se utiliza una tableta diaria 
por tres días y, si es tolerado, se aumenta a una tableta 
dos veces al día por un período no menor de ocho 
semanas. Contrario a los parchos, con esta terapia se 
continúa fumando por ocho días. Siempre se va a parar 
de fumar el día ocho, y no antes del tratamiento, para 
dar tiempo para que la medicina obtenga su efecto 
terapéutico. En estudios recientes ha dado mejores 
resultados que los parchos, pero se mantiene un alto 
porcentaje de recaídas debido a otros factores sociales 
del cigarrillo. Estas terapias deben usarse bajo 
tratamiento médico. 

Una vez establecido el programa para dejar de 
fumar y el uso de medicamentos, procede el cuarto 
principio de hacer los arreglos para darle seguimiento 
y mantener la comunicación con el paciente. El 
paciente debe visitar al médico a las dos semanas 
luego de empezar el tratamiento y luego al mes. 
También ayuda hablar por teléfono con el paciente 
para monitoreo de la terapia y para darle el sostén y 
apoyo requerido. La ayuda del médico es fundamental 
para ayudar al paciente a dejar de fumar. 
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Abstract: 

Objective: To elicit the opinión of Puerto Rican medical 
students, residents and internal medicine faculty as to the 
appropriateness of euthanasia and physician-assisted suicide 
and end-of-life management. 

Design: Survey using a 16-item questionnaire answered 
zvithin a two-month period in thefall ofl996. 

Setting: Rounds or faculty meetings at teaching hospitals 
located in the north, south and Southwest of the island of 
Puerto Rico. 

Participants: There were 424 participants. The question- 
naires of279 medical students, 75 medical residents, and 
35 internal medicine faculty members were analyzed. 
Thirty-five questionnaires, which were incomplete or 
answered by non-Puerto Rican participants, were excluded. 
Main Outcomes Measures: Frequency ofsupport of active 
euthanasia, physician-assisted suicide, zvithholding or 
withdrawing life-sustaining treatment with informed 
consent was determined. Whether it was ethical to prescribe 
full doses ofdrugs needed to alleviate pain, even ifit would 
basten death, or agree to limit or restrict resources for the 
terminally ill was also determined. 

Results: Forty per cent of the students, 33% of the resi¬ 
dents, and 20% of the faculty supported euthanasia. If 
physician-assisted suicide were legalized, 50 per cent ofthe 
students, 43 per cent ofthe residents and 45 percent ofthe 
faculty would not be opposed to it. Sixty-eight per cent of 
the students, 67 per cent ofthe residents and 88 per cent of 
the faculty would support withholding or withdrawing life- 
I sustaining treatment for dying patients with informed 
i consent. Seventy-nine per cent of residents, 80 per cent of 
¡ the faculty but only 54 per cent of medical students would 
! prescribe full doses ofdrugs needed to alleviate pain in dying 
¡ patients even if they would basten death. Thirty-six per 
j cent ofthe residents and faculty would agree to limit the 
I use of medical resources for the terminally ill but only 
j sixteen per cent of medical students would do so. 


Conclusions: The acceptance of euthanasia was inversely 
proportional to the clinical experience ofthe respondents: 
40 per cent among students but only 20 per cent by the 
faculty. Withholding and withdrawing of life-sustaining 
treatment was most acceptable to the faculty (88 per cent) 
but it was alsofavored by most ofthe students and residents 
(68 and 67 per cent respectively). Eighty per cent of the 
faculty, 79 per cent ofthe residents, but only 50 per cent of 
the students considered that prescribing full doses ofdrugs 
to alleviate pain if they knew it would basten death, was 
ethical. The medical profession should take notice ofevolving 
concepts in end-of-life management. 

Living is not the good, but living well. The wise man 
Uves as long as he should, not as long as he can. 

Seneca 

I n the last twenty years, landmark court decisions 
have favored the rights of seriously-ill patients to 
withdraw or withhold life-sustaining treatments 
(1,2,3). A serious controversy exists, however, as to 
the appropriate role of physicians in helping patients 
through their final exit. 

Opinions as to the appropriate functions of phy¬ 
sicians in the treatment of the terminally ill are being 
obtained from various segments of the population all 
around the world, but the point of view of future 
North American physicians of a specific ethnic and 
cultural origin has not been elicited (4). The multi¬ 
cultural influences which impact physicians in 
training in the North American pluralistic society 
make difficult to sample the opinions of specific ethnic 
groups. We have taken advantage of the relative uni- 
cultural environment of the island of Puerto Rico to 
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determine the attitudes of Puerto Rican medical 
students, house staff, and internal medicine faculty 
in three medical schools and their associated hospitals 
to three important issues: euthanasia, physician- 
assisted suicide and end of life management. 

Subjects and Methods 

Medical students, internal medicine residents, and 
attending physicians in three medical schools and 
their affiliated hospitals, answered a 16-item question- 
naire published by the New Physician and AMSA in 
1994 (5). The questionnaire was handed out and 
collected in teaching rounds and faculty meetings 
within a two-month period in the fall of 1996. 

A total of four hundred and twenty-four question- 
naires were completed, 389 were found suitable for 
analysis. Questionnaires of twenty-one students who 
did not identify themselves as Puerto Ricans were 
excluded in an attempt to provide a Puerto Rican 
visión concerning these issues. Also excluded were 
twelve questionnaires that lacked definition of gender 
and two questionnaires where the level of medical 
training was not stated. 

Hospitals were located in Río Piedras, Bayamón, 
Ponce and San Germán, in the north, south and the 
Southwest coast of the island of Puerto Rico. Subjects 
were asked whether in terminally-ill patients they: 1) 
would support euthanasia; 2) if it were legalized, 
would engage in or approve physician-assisted sui¬ 
cide; 3) would support withholding or withdrawing 
life-sustaining treatment for the dying patient with 
informed consent; 4) would consider ethical to 
prescribe full doses of drugs needed to alleviate pain, 
even if they knew it would hasten death; 5) would 
agree to limit or restrict certain resources for the 
terminally ill. They were also asked to describe their 
medical education in decisions concerning the end of 
life and some personal demographic data. 

Results 

The questionnaires of two hundred and seventy- 
nine medical students, 75 medical residents and 35 
internal medicine faculty were analyzed. Forty per 
cent of the students, 33% of the residents, and 20% of 
the faculty supported euthanasia (Figure 1). Seventy- 
four per cent of faculty did not. 

If it were legalized, 10 per cent of the students, 12% 
of the residents, and 6% of the faculty would be willing 
to directly engage in physician-assisted suicide 
(Figure 2). Fifty per cent of the students, 43% of the 
residents and 45% of the faculty, while not willing to 
engage, were not opposed to physician-assisted 
suicide; only 25% of the students, 35% of the residents 
and 45% of the faculty were opposed. 


DO YOU SUPPORT EUTHANASIA? 
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Figure 1. Euthanasia was most supported by medical students, 
followed by medical residents and faculty. 


□ Medical Students 
■ Medical Residents 




SUPPORT DON'T SUPPORT NO OPINION 



Figure 2. More than fifty per cent ofthe medical students, residents 
and faculty would engage or ivould not be opposed to physician- 
assisted suicide. 


Most of the participants were willing to withhold 
or withdraw life-sustaining treatment. Sixty-eight per 
cent of the students, 67% of the residents, and 88% of 
the faculty would do so (Figure 3). 


DO YOU SUPPORT WITHHOLDING OR WITHDRWING 
LIFE-SUSTAINING TREATMENT FOR THE DYING 
PATIENT WITH INFORMED CONSENT? 



□ Medical Students 
n Medical Residents 
■ Faculty 



SUPPORT DON’T SUPPORT NO OPINION 


Figure 3. There was general support for withholding or 
withdrawing life-sustaining treatment in the dying patient, 
particularly from the faculty. 
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Fifty-four per cent of the students, 79% of the 
residents, and 80% of the faculty would agree to 
prescribe full doses of drugs to alleviate pain in dying 
patients even if they would hasten death. Nineteen 
per cent of the students would not agree to giving pain 
medication if it would hasten death. Surprisingly, 
twenty-one per cent of the residents and 20% of the 
faculty would either not use analgesics to relieve pain 
in terminally-ill patients or had no opinión on this 
subject (Figure 4). 


DO YOU CONSIDER ETHICAL TO PRESCRIBE FULL DOSES 
OF DRUGS NEEDED TO ALLEVIATE PAIN IN THE DYING 
PATIENT, EVEN IF YOU KNOW IT WOULD HASTEN DEATH? 



AGREE WOULD NOT AGREE NO OPINION 


Figure 4. Fewer medical students than medical residents and 
faculty considered ethical to prescribe full doses of drugs to 
alleviate pain ifit would hasten death. 

Sixty-one per cent of the students, 44% of the 
residents, and 43% of the faculty would not limit 
medical resources for the terminally ill; 16% of the 
students, 33% of the residents and 43% of the faculty 
would; and 23% of the students, 23% of the residents. 



Figure 5. Particularly the medical students did not agree to limit 
resources for the terminally ill but the faculty was evenly divided. 


Medical education concerning end-of-life decisions 
was considered inadequate by 54% of the faculty, 47% 
of the residents and 33% of second, third and fourth 
year students. 


Comments 

Despite the strong influence of traditional Judeo- 
Christian morality in our society, when life becomes 
an intolerable burden rather than a good, a growing 
secular view holds that helping people to die is a bene- 
ficent act. Proponents argüe that in a democratic socie¬ 
ty of cultural, religious and moral pluralism, indivi¬ 
duáis should have moral authority over their own 
lives. In this view, the moral evil in murder is not taking 
someone's life but taking that life without consent. 

This secular point of view, although present in 
varying degrees in the Western world, has been most 
clearly put into practice and articulated in the 
Netherlands. There, euthanasia and physician-assisted 
suicide are generally acceptable to the public and the 
medical profession (6,7). Criminal prosecution for 
these practices, although still technically possible, 
rarely occurs. In that small country of 15 million 
inhabitants, it is estimated that there are 9,700 yearly 
requests for euthanasia and physician-assisted suicide. 
And more than one third of these requests are carried 
out. The broadening of these practices, to those who 
are not terminally ill, is difficult to accept in other 
countries: In a case where a psychiatrist was taken to 
court for assisting the suicide of a 50-year oíd woman 
who wanted to die after the death of her two sons, the 
Dutch Supreme Court found that suffering, whatever 
its cause, may by itself justify physician-assisted 
suicide. It was the Court's opinión that the degree of 
suffering, not the cause, was the main issue (8,9). 

It is increasingly apparent that requests for phy¬ 
sician-assisted suicide are not unusual. Physicians are 
more willing to assist when pain and suffering due to 
physical symptoms are present. The majority of 
requests are not discussed among colleagues or 
evaluated adequately due to fear of legal prosecution 
(10). Nevertheless, many doctors have carried out 
euthanasia or physician-assisted suicide even though 
these practices are illegal. In a recent study, 22.7% of 
North American oncologists supported euthanasia 
and 45.5% physician-assisted suicide for patients with 
severe physical pain (11). 

In our study, support of active euthanasia appeared 
to be inversely related to age and experience: mostly 
students, followed by residents, and then faculty 
favored it. Only 20% of the faculty would support the 
use of active euthanasia, while 40% of students did so. 

Physician-assisted suicide was more acceptable 
than euthanasia. If it was legalized in Puerto Rico, 
more than half of our respondents would not object 
to physician-assisted suicide; but only 6% of the 
faculty, 12% of the residents, 10% of the students 
would engaged directly in such an activity. The 
willingness to engage directly in physician-assisted 
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suicide is much less than in Michigan in the spring of 
1994 (12). It is also less than in the 1960 nationwide 
survey of specialty physicians in the master file of the 
American Medical Association (13). 

When compared with students in Oregon, a State 
where physician-assisted suicide has been legalized, the 
point of view of Puerto Rican medical students appears 
very conservative (14,15). While in Oregon 55 per cent 
of the students "might be willing to write a lethal 
prescription" in Puerto Rico only 10 per cent of the stu¬ 
dents would be willing to engage in such a practice. 

Although the principies of beneficence and respect 
for others would lead us to relieve pain at the risk of 
hastening death, some doubt persists, particularly in 
the minds of medical students, about its being ethical 
(15). Others fear the possible misinterpretations or 
legal consequences of effectively controlling pain with 
opiates if death is associated with it. It was surprising, 
nonetheless, that 21% of the medical residents and 20% 
of the faculty would not administer sufficient opiates 
to their patients to alleviate pain if this would hasten 
death. 

There is no moral or legal controversy about 
withholding or withdrawing futile treatments at the 
request or with the consent of competent patients. 
Because there is no legislation on this subject in Puerto 
Rico, this is frequently avoided. Physicians in Puerto 
Rico, encouraged by legal counsel, try to avoid the 
issue of withdrawing life-sustaining treatments in 
dying patients. This may be the reason why 33% of 
the residents did not support or had no opinión about 
withholding or withdrawing such treatment. 

The strictly Puerto Rican view obtained by this study 
shows that, although more conservative, our attitudes 
are not too dissimilar than those of other multicultural 
groups. The medical profession should take notice of 
our evolving concepts in end-of-life issues. 

Resumen: Por medio de un cuestionario, se obtuvo la 
opinión de 279 estudiantes de medicina puertorriqueños 
de tres escuelas de medicina, de 75 residentes de medicina y 
de 35 miembros de una facultad de medicina interna sobre 
decisiones que pueden considerarse en pacientes en fase 
terminal: Cuarenta por ciento de los estudiantes de medi¬ 
cina, 33 por ciento de los residentes y 20 por ciento de la 
facultad estaban de acuerdo con la eutanasia. Si ésta fuera 
legalizada, 10 por ciento de los estudiantes, 12 por ciento 
de los residentes y 6 por ciento de la facultad, participarían 
en un suicidio médico-asistido; aunque no dispuestos a 
participar, 50 por ciento de los estudiantes, 43 por ciento 
de los residentes y 45 por ciento de la facultad no se 
opondrían al suicidio médico-asistido. Sesenta y ocho por 
ciento de los estudiantes de medicina, 67 por ciento de los 
residentes, y 88 por ciento de la facultad estaban de acuerdo 
con retirar la terapia de sostén de pacientes moribundos 


con su consentimiento. Ochenta por ciento de la facultad y 
79 por ciento de los residentes, pero sólo 50 por ciento de 
los estudiantes consideraron ético recetar la dosis de drogas 
requerida para aliviar el dolor en un paciente moribundo si 
esto podía acortar su vida. Sesenta y uno por ciento de los 
estudiantes de medicina, 44 por ciento de los residentes y 
43 por ciento de la facultad no limitarían los recursos 
médicos disponibles para pacientes en fase terminal. 

La profesión médica debe estar consciente de la evolución 
de la opinión de los médicos y los futuros médicos con 
relación al manejo de pacientes en la fase terminal. 
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Formulario Reservación 
Habitaciones hotel 

Favor marcar con una x su selección y completar todo el cuestionario 
El costo por habitación sencilla o doble es de $135.00 por noche, este 
precio no incluye los impuestos* y las propinas ** . Después del 15 de 
junio la reservación de la habitación dependerá de la disponibilidad 
en el Hotel y al precio prevaleciente a ese momento. 



Je* 

46ta. 

@<MVeH€cán 


- J . 


■ 

ivlw 17 oí 30,1000 




Fajaré», *x-o 


No habra reem- 
blolso por cancela¬ 
ción después del 1S 
de Junio de 2000 


Habitación doble Hotel Conquistador Resort & Country Club 


NUMERO DE HABITACIONES A RESERVAR 

#Adultos # Niños Edades 

3 NOCHES 


JULIO 27-30 

2 Niños menores de 16 años en hab. con padres 

no pagan, mayores de 16 pagan $40.00 diarios. 

2 NOCHES 

□ 

JULIO 28-30 

Máximo de personas por habitación es 3 adultos 

o de 2 adultos y 2 niños. 

1 NOCHE 

□ 

JULIO 29 

Check In: 3:00 P.M./Check Out: 12:00 M. 


♦NOCHES ADICIONALES 

# de noches antes 




# de noches después 


*Esta tarifa aplica tres noches antes y tres noches después de las fechas de convención. 

NOMBRE:_ 

TELEFONOS: Casa: Oficina: Fax: 


FORMA DE PAGO: CHEQUE: #_por la cantidad de $_ 

TARJETA DE CREDITO: Visa:_Master Card:_ 

Tarjeta de Crédito #_Exp._/_/ 

Nombre según aparece en la tarjeta:_ 

Firma que aparece en la tarjeta de crédito:_ 

* Impuestos por noche: P.R. Room Tax $11% Resort tax:lO% 

** Propinas: Housekeeping $3.00por hab. Por noche. Maleteros a discreción delguest. 
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Formulario de Inscripción 
Convención 2000 


Favor llenar con una x los cuadrados correspondientes a su selec¬ 
ción y completar todo el cuestionario. 
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PLAN 

FECHA SOCIOS NO SOCIOS 

A 

□ 

JULIO 27-30 $389.00 (PAREJA) $505.00 

3 Noches/4 Dias 

AA □ 

Médico Solo 

JULIO 27-30 $285.00 $385.00 

3 Noches/4 Dias 

B 

i i 

i_i • 

Médico Solo 

Wmmmm 

c 

□ 

ccn 

Médico Solo 

JULIO 28-30 $369.00 (PAREJA) $459.00 

JULIO 28-30 $26^00 $37^00 j 

JULIO 29-30 $349.00 (PAREJA) $399.00 

1 Noche/2 Dias 

JULIO 29-30 $239.00 $289.00 

1 Noche/2 Dias 


FORMA DE PAGO: CHEQUE: #_ por la cantidad de $ 


TARJETA DE CREDITO: Visa:_Master Card: 


Tarjeta de Crédito # _Exp._ /_ /_ 

Nombre según aparece en la tarjeta:_ 

Firma que aparece en la tarjeta de crédito:___ 

Créditos de Educación Médica Continua Solamente : 

Socios $135.00_ No Socios $185.00_ 

* Favor de completar Forma de Pago al dorso y llenar todo el cuestiónalo an¬ 
tes de enviar formulario. 
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Artículos de Revisión: 

Suicide, Adolescents and Puerto Rico 

_ _ _ ^ ^ 

- Cornelius T. McQuillan, CSSp, MA, M.Div.*; with collaboration of: José Rodríguez, Ph.D., MD** 


Abstract: Suicide is a multifactor al phenomena. This article 
reviews the recent literature and attempts to identify those 
factors zvhich have particular relevance for Puerto Rican 
adolescents. Risk factors that correlate highly with the 
Puerto Rican experience inelude homosexuality, due to the 
hostility that theperson may experience , depression , gender, 
prevalence ofpsychiatric disorders , lack of social integration 
and social skills, military experience , cultural and religious 
factors , alcoholism, substance abuse and unemployment/ 
poverty. The literature reviewed indicates that the Puerto 
Rican adolescent male is in a high risk group for suicide 
and that the risk increases with age , sexual preference, 
dysfunction in the family and substance abuse. 

Key Words: Adolescent Suicide , Risk Factors , Puerto Rico, 
Prevalence 

T he people of Puerto Rico, like many other cultures 
are impacted by many sociological, economical, 
political and religious factors as well as frequent 
natural disasters. Particularly relevant is the transition 
from an agrarian life style to a capitalistic industrial 
society. In 1940, 69% of the population lived in rural 
zones. Forty years later 67% were living in urban areas 
(1). Maldonado Denis (1963), describes the effeets of 
this change to a rapid "...industrialization, with all its 
explosive implications for a traditional culture, has 
put this culture in check (en jaque), instigating a 
powerful dissolver of the traditional ways of acting 
and thinking in Puerto Rico" (2)(author's translation). 
The velocity of this change from a collectivistic to an 
individualist society has been particularly traumatic. 
Alvin Toffler's (1970), observations with regard to 
what he described as "Future Shock" seems an appro- 
riate explanation of how unsettling this rapid change 
as been for this culture (3). Prior to the radical change 
from a well organized familial society whereby each 
member understood his/her particular role, bewilder- 
ed parents find themselves in a State in which the 
children are more able to adapt themselves to an in- 
creasing more technological world. Torres-Zayas 
describes parents as feeling abandoned, misunders- 
tood and not able to orient their own children (4). 

Individualism as a valué in Puerto Rico is some- 
what different than in the United States. In Hispanic 
cultures it tends to manifest itself with respect to the 
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internal unity of each person. Each individual 
attempts to preserve his integrity against the threat 
of being submerged in the routine of the external 
group. External norms are not given much importance, 
rather situations are valued based on feelings and 
emotions. De Roca quotes professor Cochran who 
describes this personalism as a preference not to sa- 
crifice personal authority for the sake of the group ñor 
family relations for the sake of relations with those 
outside the family (5). 

Industrialization has brought about an internal 
migration to the urban centers which sorely lacked 
the substructures necessary for the rapid influx. 
Simultaneously, the political relation with the United 
States has provoked an external migration. Emigrants 
to the mainland confronted the same problems of 
other migrant groups such as racism. Today an equal 
number return to Puerto Rico. Those who return bring 
with them their "Newyorican" children. Some may 
be considered bicultural, but many neither identify 
fully with either culture. Many of these newyoricans 
feel like outsiders in Puerto Rico and many natives 
perceive the "newyoricans" as not identifying with 
Puerto Rico and its world view. 

The North American invasión of Puerto Rico 
brought the public school system. This has led to 
greater escolarity, yet there is at present a 45% dropout 
rate at the secondary level. The school has replaced 
the mother as the central educator of her children. 
ITowever, public schools provide a cognitive growth 
divorced from religious and moral education. Formal- 
ly the mother was able to intégrate faith and morales 
in the family's education. The Church was often re- 
mote, but served to validate the mother's educational 
efforts. Now, a generation or two later, parents attempt 
to edúcate their children while they themselves lack 
a solid or objective basis for teaching morality. 

Along with citizenship carne military obligations. 
More Puerto Ricans have died proportionally in 
American foreign wars than any other State in the 
Union and just as many numerically as the State of 
Mississippi. However, not all casualties result in death 
and Puerto Rican veterans have brought home their 
share of PTSD. Present unemployment level lead 
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many today to see military Service as an opportunity. 
Few realize the high rate of suicide among young men 
in the Services (6). 

Our era is characterized by a disintegration of our 
institutions. Some see the maxim of "divide and con- 
quer" in the Americanization of Puerto Rico. All too 
often teachers attack the church by signaling its histó¬ 
rica! errors, but rarely, present an academically honest 
appraisal of its con tribu tions. American protestant 
missionaries have literally divided the island into terri- 
tories. Very few protestant churches have collaborated 
with the weak Catholic Church which served to unite 
the populace. They rather, perhaps unwittingly help 
the American invasión by deepening the divisions. The 
proselytism of many of the sects has also provoked 
rampant skepticism toward the Church's moral teach- 
ing as well as a concomitant subjectivism. This has only 
served to acerbate the growing individualism. 

According to Spaulding, who translated Durkheim's 
book on Suicide, there is a general agreement, based 
on various studies that the suicide rate is lowest for 
Catholics (7). It seems that the more individualistic reli- 
gions have higher rates. It could relate to belief Systems, 
but is more probably related to other emotional outlets 
provided through religious practices. There seems to 
be a correlation with social integration and religions 
which do foster social i zation to varying degrees. 

In an unpublished research project on religious affi- 
liation and depression within three protestant denomi- 
nations and Román Catholics in Puerto Rico, Rodríguez 
(1998), found that protestants report more depressive 
symptoms in the Beck Depressive Inventory (8). 

Meanwhile, the political status issue dominates all 
political questions and divides the society at all levels. 
However, the churches, politicians and teachers all 
agree that parents are to be held responsible for our 
present situation. Yet, our industrialized consumer 
society demands that both parents contribute to 
production. Thus children are raised in the streets with 
little or no supervisión. This contrasts drastically with 
the agrarian past. Traditionally the father was the 
provider of the family who was the model of worker 
and lover of the soil. The mother had the ambivalent 
role of aligning herself with her children to protect 
them from the unquestioned authority of the father. 
However, she also aligned herself with her husband 
in order to better control the children (4). 

In 1979 Torres-Zayas reported that 25% of women 
were working outside the home. This is of course 
much higher today. Parents are jealous about not 
sharing their authority with others. Authority over the 
children is the exclusive prerogative of the parents 
often not even shared with the grandparents. "The 
family is the primary unit in the sense of providing to 


its members the type of sympathies and mutual 
identification which makes possible the feeling of 'we'. 
The family provides the person his first and most 
complete experience of social unity" (4). 

In the movement from the agrarian to an industrial 
society 'utility' has come to be one of its highest valúes. 
Families are smaller and each child is encouraged to 
develop his/her own talents and interests which pro- 
vokes a growing emotional distance between mem¬ 
bers of the family (4). 

Another factor greatly affecting the people of 
Puerto Rico is the widespread use of the means of so¬ 
cial communication. Children are exposed to hours of 
unsupervised televisión. The media has a very strong 
influence in the socialization of the children, is often 
the source of incongruencies with the valúes of the 
family and in the case of American-made programs, 
with cultural valúes (1). Some "novelas" (soap operas) 
today would have been considered soft pornography 
to prior generations. Many today consider what is daily 
fare (mostly produced in the United States) on MTV 
to be hard core pornography! Is it any wonder that 
abortion is "big business" with nine clinics performing 
about 8,500 abortions annually. Marriages tend to be 
monogamous, but the divorce rate is about 50%. 

The growing use of child care centers is another 
characteristic of today's society in Puerto Rico. More 
and more non family members have influence in the 
early development of children. Children are raised 
conscious that their parents are obliged to supply their 
needs, but are not reared with a sense of responsibility 
to also contribute to the well-being of the home (4). 

Very often the father whose parenting time is often 
very short has a social life with a drinking group at 
the local neighborhood bar (9). The rate for alcoholism 
is one of the highest in the world. In 1984 Alba Nydia 
Rivera Ramos, a Social Psychology researcher, report¬ 
ed 500,000 persons affected by alcoholism (10). That 
was almost 15% of the population. This may provoke 
a transfer of the mother's affection from her husband 
to one of her sons. This can lead the father to feel alie- ¡ 
nated from the family system and displaced by his 
children. Both alcohol use and homosexuality have 
been correlated with suicide. 

Meanwhile the wife may feel enslaved, exploited ¡ 
or deserted by her husband. "She talks about him a 
great deal, in contrast to his almost total silence 
concerning her" (4). Virility and "machismo" remain 
one of the dominant valúes inculcated in male children, 
(5). While virginity is a dominant valué inculcated in 
female children. 

The Puerto Rican people have been described by 
Albizu Miranda and Marty as hospitable and gene- 
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rous, but in a study done in both Puerto Rico and 
Chicago feelings of hostility, lack of trust and a 
rejection of others has been indicated. The authors of 
this study conclude that "others" are only accepted 
superficially. This same study indicates strong feelings 
of insecurity and anxiety. These can be manifested by 
tendencies toward conformity, passivity and a relative 
lack of capacity to confront provocations from the 
environment and from social relations. This can be 
associated with exaggerated formalism of courtesy 
and good manners (11). 

Pacheco and Lucca-Irizarry (1983) report that sui¬ 
cide is the second leading cause of death among uni- 
versity students (12). They compared UPI students 
with students enrolled at the State University of New 
York at Albany with regard to word associations. 
Interestingly, the stimulus word "accident" was more 
meaningful for the Puerto Rican group, followed by 
"death," while for the American group the most 
meaningful word was "death" followed by "time" and 
"suicide." The word "suicide" occurred in four asso¬ 
ciations for the Anglo group and in not one for the 
Puerto Rican group. Perhaps this is due to the more 
traditional religious culture in Puerto Rico. 

Alba N. Rivera Ramos understands psychological 
problems to be related to economical issues. She re- 
ported in 1984 that 72% of the population was below 
the poverty level and only 34% were employed. 75% 
of mental problems treated in Puerto Rico that year 
were from low income families. Symptoms reported 
included anxiety, depression, low self-esteem, lack of 
goals or objectives, lack of incentives and suicidal 
tendencies. These symptoms correlate with unem- 
ployment (10). Today 2/3 of the population receive 
food stamps and the official unemployment rate 
which is known to be a very low estimate is at 24%. 
Both the lack of high school diploma and the unem¬ 
ployment rate can be very strong factors in teen's feel¬ 
ings of hopelessness and depression in Puerto Rico. 

Parrilla (1987) found significant relationships in the 
scores on her "Escala de Identificación de Riesgo 
Suicida en Adolescentes" (IRSA - Scale of Risk Iden¬ 
tification for Adolescent Suicide) between suicide 
attempters and a control group in a study done in 
Puerto Rico. The investigator found no significant 
difference between the attempters and the control 
group with regard to demographic differences such 
as age, grade and ordinal birth order. However, signi¬ 
ficant differences were detected between the Ítems 
which compared family systems, experiencing humbl- 
i ing events, loss of a significant person, problems with 
i interpersonal relations. Females scored significantly 
higher than males on the IRS. Breakups of romantic 
í relation were also more common (8% higher) among 
i the attempters than among the teens in the control 
- group. Suicide attempters had 6% more humiliating 


experiences than those in the control group as well as 
a higher proportion having had the experience of the 
loss of a significant other or an object which held high 
emotional valué. Parrilla also reports higher depres¬ 
sion scores and more hopelessness (18% higher) and 
loneliness (26% higher) for the attempters than for the 
control group. The most significant difference was with 
regard to feelings of low self esteem with a difference 
of 58%. Finally this researcher found significant diffe¬ 
rences with regard to the concepts of life and death 
(13). She concludes the combination of low self worth, 
loneliness, hopelessness and guilt feelings to be crucial 
factors contributing to an overall State of depression. 


Table 1 

Adolescent Suicides in Puerto Rico 



Age 10-14 

Age 15-19 

1995 

3 

9 

1994 

1 

14 

1993 

0 

14 

1992 

1 

12 

1991 

5 

19 

1990 

1 

9 

A chart presented by Parrilla Cruz (1998) 
Circular: Vida Saludable (14). 

in the Monthly 

She observes that in 

1983 there were 

14 suicides of 


teens between the ages of 10 and 19. It was then con- 
sidered to be the third greatest cause of death in the 
age group of males and fifth for females. By 1985 it 
was listed as the fourth leading cause of death in 
Puerto Rico. There were 17 cases of teen suicide which 
was 6% of the 269 deaths. Males in that year were 67% 
of the cases with 18% of them between 10 and 14. 
Eighty two percent were between the ages of 15 and 
19 and males in this group rose to 79% (13). Thus it 
can be seen that the risk was growing as a factor of 
age especially for the males. 

In 1985 42% of all adolescent suicides carne from 
homes where parents were divorced. Fifty seven 
percent were from homes where the father was 
unemployed. Nineteen percent of the victim's mothers 
had attempted suicide and 15% had an aunt who 
attempted or completed suicide. Thirty one percent 
had a history of mental illness in the family (13). 

Of suicide ideators 42.59% were first born, 12.96% 
second born and 25.42% in the third ordinal position 
of birth order. Pilis (73.80%) were the most common 
means of attempted suicide. Jumping was attempted 
by 14% of survivors. Parrilla calculates the critica! age 
between the years of 15 and 17 (13). 

Parrilla Cruz reports that by 1992 suicide had 
become the second most common cause of adolescent 
death in the USA and that between 5 and 8 attempters 
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were being treated in the emergency roorns of Río 
Piedras and Bayamón. She estimated that for each 
suicidal death there is between 150 and 300 others at 
high risk here in Puerto Rico (14). 

In 1994, the last available statistics from the 
Department of Health in Puerto Rico, a total of 355 
suicides were reported. Of this total 320 (90.14%) were 
males and 35 (9.86%) were females which seems to 
indicate that males in Puerto Rico are at higher risk. 
Of these 24 (6.7%) were teens between the ages of 10 
and 20 years of age. Between the ages of 10 and 14, 5 
males and no females committed suicide. Between the 
ages of 15 to 20 years of age 17 males and 2 females 
committed suicide. These statistics only inelude those 
that actually committed suicide and not attempters (15). 

The Puerto Rican Department of Health also segre- 
gates these statistics into groupings according to the 
means used to commit suicide. A total of 2 teens, one 
of each sex, between the ages of 15 to 19 ingested either 
solids or liquids. A total of 12 teens hung themselves 
and of these 11 were males (three under the age of 15) 
while only 1 female over the age of 15 used this 
method. Fire arms were used by a total of 10 male 
teens of which 2 were under the age of fifteen (15). 

In the report on violent deaths by age groups and 
Rates of the Department of Health of Puerto Rico for 
1994, suicide is calculated at a 9.6% for all age groups. 
The rate for 10 to 14 year oíd is .1% and for 15 to 19 
year oíd .6%. Seven (7%) for those between 10 to 24. 
While it climbs to 1.5% for those between the ages of 
25 to 29 (15). Thus it would seem that like in the United 
States, the risk factor rises with increase in age. The 
same document reports a total of 1,313 deaths by 
accidents with another 173 of undetermined causes. 
Yet, it is often very difficult to ascertain the intention 
of the accident victim. How many of these so called 
accidents may have been intentional remains a 
speculative question, however the high numbers 
suggest that there may be far more than those which 
were recorded as suicides. The number of teens who 
died in accidents between the ages of 5 to 9 were 13 
(.4%) with no suicides reported for this group. 
Between the ages of 10 to 14 the number of deaths by 
accident increases to 37 (1%) while those between the 
ages of 15 to 19 totaled 83 (2.4%). Suicides reported 
for these last two groups were 5 and 19 respectively 
and are consistent with what was already reported. 

These reports from 1994 were obtained in February 
of 1998. One can only guess the reason(s) why more 
up-to-date statistics are not available from the 
Department of Health. 

Table #2 is based on reports from the Puerto Rico 
Pólice Department. The manner of record keeping was 
changed between 1990 and 1991 making comparisons 


Table #2 

Teen Suicides in Puerto Rico According 
to Pólice Records from 1990 


Year 

10-11 

12-13 

-ngc. 

14-15 16-17 

18-19 

20-24 

Totals 

1990 





18* 

62** 

80 

1991 

1 



3 

4 

15 

23 

1992 


1 

2 

8 

5 

15 

31 

1993 


1 

2 

5 

8 

24 

40 

1994 

2 

1 

6 

4 

7 

18 

38 

1995 



5 

5 

8 

24 

42 

1996 



3 

3 

14 

21 

41 

Totals 

3 

3 

18 

28 

64 

179 

295 


* inelude ages from 10-19 ** ages are from 20 -29 


very difficult. Prior to 1991 ages between 10 and 19 
are combined. After 1990 the statistics for each year is 
given and the sums according to sex are included, but 
not shown for each age group until 1996. However, 
statistics are segregated according to motives since 
1990. Furthermore, with regard to teenagers, almost 
no information is available concerning motives with 
most cases recorded under unknown motives. Only 
one case is reported as due to family problems and 
another to personal problems. 

In 1994 health records in Puerto Rico reported 24 
teen suicides while the pólice reported a total of 38 
(13). Even excluding the statistics from 1990 which 
does not specify the ages, the higher risk for suicide 
among older teens in Puerto Rico is clearly manifested. 
There is also significantly more males committing 
suicide in Puerto Rico. According to pólice less than 
8% of suicides in Puerto Rico involve females. 

Since 1995, the Pólice Reports on Suicide break 
down the statistics by both age and sex. Table #3 also 
demonstrates that teen males are at a 20% higher risk 
for suicide completion than teen females in Puerto 
Rico. Below graph #1 shows rather clearly this sharp 
difference. Table #4 breaks the statistics into age 
groupings and gender. 


Table #3 

Gender Differences Among Suicides in Puerto Rico 
According to Pólice Records 


Year 

Male 

Female 

1990 

319 

18 

1991 

240 

10 

1992 

247 

20 

1993 

272 

25 

1994 

257 

20 

1995 

239 

26 

1996 

261 

17 

Totals 

1835 

136 
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The alcoholism rate in Puerto Rico is one of the 
highest in the world and liquor is easily accessible to 
teens due to the proliferation of sidewalk bars. 
Rodríguez States that “Puerto Rico has more bars than 
schools and hospitals together" (7). Males have sig- 
nificantly higher rates of alcoholism in Puerto Rico 
than females. However, female use of alcohol is report- 
ed on the rise. The Isle of Enchantment is a machistic 
society where being a male is often equated with 
sexual prowess. Homosexuality is tolerated, but gays 
are deprecated, mocked publicly in the media and 
rejected in terms of their masculinity. The political 
relationship with the United States has been a double 
edged sword. No one can deny the enormous econo- 
mic strides made over the last 50 years, but these rapid 
changes have caused many causalities and put the 
Puerto Rican family under much stress. The high 
unemployment rate with a 50% dropout rate from 
secondary schools added to epidemic drug abuse, 
unchecked consumerism, child abuse and domestic 
violence helps to create an environment of help- 
lessness and depression. The high rate of HIV positive 
teens, the alarming rate of males diagnosed with 
hyperactive attention disorder the alarming rate of 
suicide among the elderly are further symptoms of a 
society in crisis (16). 


Sánchez Lacay et al. did a study in 1982 of 41 
adolescents at the Pediatric Hospital of the Medical 
Center in Puerto Rico, hospitalized due to attempted 
suicide. They were between the ages of 13 and 18. Eight 
percent (8%) of those admitted during that time were 
for attempted suicide. Sixty eight percent (68%) were 
females and thirty two percent (32%) were males. This 
contrasts with the statistics on the numbers of suicide 
fatalities in Puerto Rico, but may be due to the fact 
that adolescent males who attempt suicide use faster 
and more violent means than females. Males tend to 
use hanging, jumping from a high place as well as toxic 
medicines combined with alcohol. Females tend to use 
slower means where there exists greater opportunity 
for intervention. 66.6% used hanging (according to 
press reports from 1913 until 1981), toxic medicines 
(20%) and fire arms (13.3%) (17). Sixty eight (68%) 
percent of the subjects in this study had attempted 
suicide by means of ingesting medicines. 

In general the subjects of this study had fallen 
behind in school. Forty-two percent (42%) reported 
problems in affect, twenty two percent (22%) had 
behavioral difficulties and twelve percent (12%) 
evidenced disturbed perceptions and thought 
patterns. Both males and females presented greater 
symptoms of problems related to affect and somatic 
complaints. Reasons given by the subjects were family 
problems (46%) especially with parents, wanting to 
die (31%), and problems with boy or girl friends (14%). 
Half the subjects live with only one parent; 42% come 
from homes of divorced parents and 18% from 
widowed parents. Over half of the parents were 
unemployed. Almost one quarter of the subjects had 
a relative that had attempted suicide and the majority 
had family members with affective disorder, drug use 
or other mental disorders. The most significant 
stressor noted was the number of attempts for the 
subjects which is consistent with the fact that females 
tend to attempt more often than males (17). 

There is a foundation in Puerto Rico for the investi¬ 
garon and prevention of suicide. Table #5 shows the 
numbers of suicides for each year according to their 
statistics. 


Table #5 

Suicides in Puerto Rico by Age Groups 
From the Foundation to Investigate and Prevent Suicide 


Year 

Total Teen Suicides 

Age Groups 

10-14 

15-19 

1990 

12 

3 

9 

1991 

15 

1 

14 

1992 

14 

0 

14 

1993 

13 

1 

12 

1994 

24 

5 

19 

1995 

10 

1 

9 
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II an allergic leaclion occurs. Ihe drug should be discontinuad and appiopnale Iherapy should be nsbluled Physrcians 
slxxrld be aware Ihal leappeaiance ol Ihe alleigic symploms may occui when symplomalic Ihciapy is (hsconlinued 

le tha truetmunt of pnaumonia, aiithromycin ha» ouly bata ahown to ba aala and aRactiva ia Iba traatmaat of 
commuaity-aequirad pnaumonia dua to Cktemydie pneumonía». Heemophílut iallunaia», Mycoplesme 
pneumonía», or Streptococcus pneumonía» ia patianta appropriata Ior oral tharapy AxHkremycln ahould aot ba 
aaad in patianta with pnaumonia who ara judgad to ba inappropríata Ior oral tharapy bacauaa of modarata to 
aovara illnaaa or riak factor a auch aa any of tha following: patianta with cyatic fibroaia. padaata with 
noaocomially acquirad infactiont, patianta with known or auapactad bactaramia. patieeta raquiring 
hoapitaliiation. aldarty or dabilitatad patianta, or patianta with aignificant undarlying kaalth problama that may 
compromiaa thair ability to raapond to thair illnaaa (including immunodaliciancy or lunctional aaplaaia). 

Paaudomambranoua colitis has baaa raportad with naarfy all antibactarial aganta and may ranga ia savarity 
from mild to lifa-thraaloning Tharafora, it ia importan! to conaidar this diagnosia in patianta who praaaat with 
diarrhaa aubsaquant to tha administrados of antibactarial aganta. 

liealmenl wilhanlibaclenal agenls aliéis the na mal llora of Ihe colon and may permtl oveigrowthof closliidia Sludies 
indícale that a toxin produced by Clostndium chíllate is a piimary cause ol "anlibroltc assoaaled colitis' 

Afler Ihe diagnosis ol pscudomembtanous colitis has been established. Iherapeutic measaes should be mitiated Mrld 
cases ol pseudrxnembranous colitis usually respond lo disconlinualion of Ihe drug alone In modeiale lo severe cases, 
consideralion should be gwen lo managemenl wilh Ituids and clocliolyles. prolem supplcmenlalioa and liealmenl with an 
antibacterial drug cliacally elleclive againsl Oostnáum alWio/ecolilis 

PRECAUTIONS 

Ganaral: Because anlhiomycin is ptmcipally elimmaled vía Ihe liver. caulion should be exercised when anthromycrn is 
admiastered lo palienls wilh impared hepalic lunchon. 

Theie aie no dala legaidmg atilhiomyan usage in palienls wilh renal impaitment. thus. caulion should be exercised when 
prescnbmg anlhromycin in Ihese palients 

The following adveise cvenlsliave not been repaled mdiacal Iríais with anlhiomycin. anaralide. howevei, they have 
fcoen reponed wilh maciolide producís venlncular anhylhmias, including venlnculai lachycaidia and torsarjes de pames, in 
individuáis wrlh prolonged OT mlervals 

fhete has boenasponlanoous repon liom Ihe posl markelmg expeiicnce ol a palienl wilh prevrous hisloty ol arrhythmias 
who exper enccd lasarías de pañíes and subsequenl myocardial iniarction following a couse ol anlhtomycw Iherapy 
Information for Patianta: Palicnts should be cautioned to take Z1IHR0MAX* suspensión al leasl one hou prior loameal 
oí al leasl two houis allcr a meal This medicahon should nol be laken wilh lood 

Palíenla should also be caulioned nol lo lake aluminan and magnesium conlammg anlaads and anlhromycin 
simullaneousJy 

The palien! should be duectcd lo discontinué arilhromycin immedialely and contad a physician il any signs of an aflergc 
reaction occui 

Drug lataractioaa: Aluminum and magnesum conlaining antaerds leduce Ihe peak serum levels (rale) but nol Ihe AUC 
(extent) of arithromycin absaplion 

Admimslralan ol cimelidme 1800 mg) two houis piia lo anlhramycin liad no ellecl on anthromycin absaplion 
Anlfuomyan did nol alfecl Ihe plasma levéis 01 pharmacokinelics ol theophylline adminislered as a single intiavenous 
dose The ellecl ol anlhiomycin on Ihe plasma levels 01 pharmacokmctcs ol Iheophyllme admirasleied in múltiple doses 
lesulling in Iheiapculic sleady slaledevéls ol Ihoophykme is nol known Howva, concurren! use ol macrolides and 
Iheophyllme has been associated wilh moteases m Ihe serum concenlialions ol Iheophyllme Iherekxe. unlil lulha dala 
aie available. piudenl medical praclice díctales caielul moalormg ol plasma Iheophyllme levels in palients recervtng 
atilhiomyan and Iheophyllme concomitantly 

Aíilhiomycin did nol allect lite prolhrombin lime lesponse lo a single dose ol warlann However. prudent medical 
pracbce díctales caielul monitoring ol prolhrombrn lime in all palicnts liealed wilh atilhiomyan and warlann concomitantly 
Concuienl use ol macrolides and warlann in chacal practice has been assoaaled with maeased anhcoagulant ellects 
The lollowing dmg mleiaclions have not been reponed m clinical tnalswilh atilhiomyan however, no specilic drug 
mleraclion sludieshave been peilamed lo evalúale potenlial rhug druginleiaction Nonclheless, they have beenobserved 
with maciolide pioducls Unlil lurther data are developed tegarding diug mleiacüons when atilhtomycm and Ihese’dtugs are 
used concomilanlly. careful moalamg of petienls isarknsed 
Digoxm-elcvaled digoxin levels 

Eigolamine or rihydroeigolamme-acute ergol loxicity chaiactented by severe penphetal vasospasm and dyseslhesia 
Tiiatolam-deciease Ihe deaiance of Inatolam and Ihus may inctease Ihe phaimacologic ellecl ol tnatolam 
Diugs melabolited by Ihe cylochrome P 450 syslem-elevalions ol serum carbamatepine. lertenadine, cycJospotme, 
hexobarbilaf. and phenytan levefs 

Eaboratory Test Inlaiactions Ihete are no repoiled laboratory tesl mleiaclions 

Carcinogaaaaia, Mutaganasis, Impairmaat of Fartility. long loim sludies in aamals have nol beenpeilamed lo 
evalúale catcinogeuc potenlial Atilhromyun has shown no mulageac polentiaf in standard labotatory tesis mouse 
lymphoma assay. human fymphocyle daslogenc assay. and mouse bone mariow daslogeuc assay No evidence ol impaned 
lerlility due lo atilhromycin was tound 

© 1997, Pfizer Inc 


Pragnaacy: leralogenic Ellecls Picgnaicy Calcgory II Itepioduclion sludies have been per lormcd in ials and micc al 
doses up to moderalely maleinally loxic dose levels |i e. ZOO mgAg/day) I hese doses. based on a mg/m* bass. are 
eslimated lo be 4 and ? limes, lespeclivefy. Ihe human rialy dose of bOO mg In Ihe aamaf sludies. no evidence ol haim lo 
Ihe lelus due lo atilhiomyan was lound There are, however, no adequale and wcll conlrolled sludics m ptegnani women 
Because aamal leproduclxtn sludics are nol always piediclive of human response. atilhiomyan dvnid be used durmg 
piegnancy only il cleaily needed 

Nuning Motkun: ll is nol known whcllioi atilluomyciniscxciolcdin liumaii milk llocausc many diugs are cxuclod in 
human milk. caulion sliould be excicisod wfxtn atilliromycin is admiiuslciod lo a nuismg woman 

Padiatric Uta: (INOICATIONS ANO USAGE.) 

Acule Otitis Media (dosage legimen 10 mg/kg on Oay 1 lollowed by b mg/Vg on Oays ? b) Safely and etleclivcness m 
Ihe liealmenl ol children with otitis media under 6 monlhs ol age have nol been established 
Commumty Acquued Pneunonia (dosage legimen 10 mg/kg on Oay I lollowed by b mg/kg on Days 2 S) Salelyand 
ellediveness m Ihe liealmenl ol childien wilh commualy acquired pneumonía undei 6 monlhs of age have nol been 
established Salety and ellecliveness for pneumonía due lo Chlamyda pneumoniae and Mycoplasma pneumoniae were 
documenled in pedalnc clínica! Inals Salety and ellecliveness la pnoutnoaa due lo llaomophilus mlluon/ae and 
Stmptococcus pneumoniae wae not documenled bacloiologically in lie pcrialric chacal Irial due lo difficulty inoblaiang 
specimens Useol atilhiomyan la Ihese two rmaooiganismsissuppoiled. however. byevidcnce liom adequale and wcll 
conliolled sludics in adufis 

PharynginVTonsillilis (dosage legimen 17 mgAg on Days 1 b) Salety and elfcdiveness in Ihe liealmenl of childien wilh 
phaiyngtis/lonsillilis under ? years ol age have nol been established 

Studiut tvaluating tha uta of rapaatad coursaa of tharapy hava aot baaa conductad. 

G ariatric Uae Phatmacokmelic paiamelets in oldei volaticéis (65 8b years ok)| were srmilai lo Ihose in younger volunleers 
(18 40 years oíd) Ior Ihe 5day tlwapeulic régimen Dosage ad|uslmenl does not appear lo be necessary la ofda palienls 
wilh na mal lenal and hepalic tunclion leceivmg liealmenl wilh Ihis dosage régimen 
ADVERSE REACTI0NS 

In chacal Inals. mosl of Ihe reponed side ellecls were mild lo modeiale in sevenly and weie teveisrble upon 
disconlinualion ol Ihe drug Approximatefy 0 7% of Ihe palients (adiits and chilrken) liom Ihe mulliple-dose chacal Inals 
disconlinued ZITHROMAX* (atilhromyan) Iherapy because of liealmenl-relaled side effeets Mosl ol Ihe side ellecls 
learhng to drscontinualnn wae lelated to the gastrointestinal liad, e g. nausea, vomiting. diarrhea. a abdominal pam 
Polenlially senous side ellecls of angioedema and cholestalc jaundice weie reponed laieiy 

Clinical: Adu hv Múltiple -dose régimen OveiaO. Ihe mosl common side ellecls in adull palenls recaving a múltiple dase 
régimen ol ZITHROMAX* were relaled lo Ihe gaslianleslinal syslem wilh dianhea/loose slools (5%). nausea (3%). and 
abdominal pain (3%) bemg Ihe mosl frequenlly repaled 

Noothei sideeffeclsoocured mpatienlson Ihe nuilrpledose legimen of ZlTFWOIvlAX*wilha lieguency grealer (han 
1% Side ellecls Ihal occuned wilh a hequencyol 1 % oí less induded the following 
Cardiovascular. Paipitalions.chesl pan 

Gastrointestinal: Dyspepsia. Ilatulence. vomiling melena, and choleslalic laundice 
Ganitourínary: Moalia. vagimtis. and nephrilis 
Nervous System: Dittiness, headache. wrtigo, and somnolence 
General: Fatigue 

Allergic: Rash. pholoscnsihvily, and angioedema 

Single I giam dose régimen Ova all, Ihe mosl common side ellecls in palients recaving a single dose régimen of 
1 giam of ZITHROMAX* v*ie relaled lo the gaslronleslmal syslem and were more hequenlly repaled Ihan in pahents 
locciving ll» mtiliple dose legimen 

Sido ellocls Ihal occuied inpalienlson thn single one giamdosing legimcnol ZITIIROM/tX* with a hoquoney ol l%or 
gioaloi includod rkaihorVIoose slools(7%|. nausea |b%). ahrkimmal pam (b%|. mmiimg (?Kj|. dyspepsia (t%). and vagians 
( 1 %) 

Single 2 giam dose régimen Ova all, Ihe mosl common side ellecls in palenls lecavmg a single ? giam dose ol 
ZITHROMAX* wae relaled lo Ihe gastrointestinal syslem Side ellecls Ihal occuied in pahents m Ihrs sludy wilh a 
hequencyol 1 % or gieala mcluded nausea (18%), diairhoa/loose slools (14%). vomilmg (7%). abdominal pam|/%|. 
vagialis (7%). dyspepsia (1%). and dittiness (1 %) The maptityol líese complamls wae mild m nalue 
Children: Múltiple dose regimens Ihe typesol side ellecls in children wae comparable lo Ihose seen in adulls, with 
diffeienl mcidence rales Ior Ihe tvm dosage regimens tecommended in childien 

Acule Otitis Media For Ihe recommended dosage legimen ol 10 mglkg on Oay 1 lollowed by 5 mg/kg on Days 7 5. Ihe 
mosl Ireaienl side ellecls alliibuled lo liealmenl wae diarrhea/loose slools (7%). abdominal pam (7%), vomrlmg(1%). and 
nausea (1K>| 

Commumty Acquued Pneumonía For Ihe tecommended dosage régimen ol 10 mg/kg on Day 1 lollowed by b mg'kg on 
Oays 7 b. Ihe mosl lioquent side ellecls allnbuted lo Irealment wae diarrhea/loose slools (5 8%|. abdominal pam. wmiling. 
and nausead 9%each). and rasfi (16%) 

PharynginVtonsillitis Fa Ihe recommended dosage legimenof 12 mgAg on Oays I b. Ihe mosl liequenl side ellecls 
allnbuted lo liealmenl wae diarrhea/loose slools 16%). vomilmg (b%). abdominal pam (3%). nausea (7%). and 
headache (1%) 

Witheilha liealmenl legimen. no olher side ellecls occuied in children liealed wilh ZITHROMAX* wilh a hequencyol 
gieala Ihan 1% Side ellecls Ihal occuied with a hequencyol 1% a less mcluded Ihe lollowing 
Cardiovascular Chest pam 

Gastroiatastiaal: Dyspepsia. constipaban, anaexia. Ilatulence. and gastritis 

Narvout Systam: Headache (otitis media dosage). hyperkmesia. dirriness. agilalion. nervousness, insomaa 
Ganaral: Fevet. fatigue, mafaise 
Allargic: Rash 

Skia and Appandagas: PnjHlus. alicaria 
Spacial Sansas Con|Uictivilis 

Post-Markating ExparianOa: ArNeise events repaled with anlhiomycin duing the posl maiketing penod in adull and/a 

pedíame palienls la whrch a causal relalnnship may nol be established inelude 

Allargic Arlhral^ia. edema, uticana 

Cardiovascular Arrhyihmiás including wnlncular lachycardia 

Gastrointastinal: Anaexia. consbpalion. dyspepsia. Ilatulence. vomilmg/diairhea rarely residlmg m dehydrabon 

Ganaral: Aslhema. paieslhosia 

Ganitourínary: Inlerslitia! nephnlisand acule renal lalue 

Livar/Biliary: Abnormal liver funclion including hepatitis and choleslalic |aundice 

Narvoas Systam: Convulsions 

Skin/Appandagas: Raely saiousskinieactions including erylhema mullilorme, Slevens Johnson Syndiome. and toxic 
epidemial noctolysis 

Spacial Sansas: Heaing distubances mdixhng heanng loss. dealness. and/oi tina tus. tare leports ol lasle dislubances 
Eaboratory Abnormalitias: Aduhs: Sigalicant abnormalities (mespectrve ol drug relationship) occunng duing Ihe clinical 
Inals were reponed as lolbws wilh an inadence ol 12%. elevaled seium aealine phosphokinase. potassium. ALT (S6P1). 
GGT. and ASI (SG0TI wilh an mcidence ol less than 1%. leukopema. neutiopeaa. decieased piálete! counl. elevated saum 
alkaline phosphalase, bilirubm. BUN. cieatimne. blood glucose. LDH, and phosphale 
When follow-up was provided. changos in labaalory tests appeared lo be reveisible 

In midliplartose cliocal Iríais involving mae Ihan 3000 pabenls. 3 pahents dtsconlinued thaapy because ol liealmenl 
relaled Inter eruyme abnamalites and 1 because ol a lenal lunclion abnormality 

Ckildran: Sigalicanl abnamalibes lutespeclive ol diug lelalionship) occunng duing chacal Inals vete all reportad al a 
hequeney ol less Ihan 1 %. bul wae similar m type lo Ihe adull paltem 

DOSAGE AND ADMINISTRARON (Su INDICAR0NS AND USAGE) 

Acuts Otitis Mtdin and CommunitY-Acquirnd Pnaumonia: The recommended dose ol ZI1HR0K4AX* Ior aaf suspensión 
for the tiealmenl ol clxldien with acule otitis media and commumty acquied piBumoma is 10 mgAg as a single dose on the 
lusl day (not lo exceed 500 mg/day) lollowed by b mgAg on days 2 through b (nol to exceed 250 mg/day) 
Pharyngitia/Tonsillitia: The tecommended dose la chrldren wilh pharyngibs/lonsilhlis is 12 mgAg once a day Ior b days 
(nol lo exceed 500 mg/day) 

ZITHROMAX* Ior oral suspensión should ba givnn at luast 1 kour balota or 2 hours altar a Msal. 

ZITHROMAX* for oral suspensión should nol ba tekea with lood. 

More delarled prolessional mbmalion available on requesl 
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“Su niño tiene otra infección bacteriana 
de oídos. Puede que necesite un 
antibiótico...y recuerde , tiene que 
tomárselo todo”. 



\ 


O pregunte a su 
médico sobre 
Zithromax* 

Cinco días y ya. 

ÁA 


OI ti 1 Día 2 Día 3 Día 4 Oía 5 


Si el médico le receta un antibiótico para la 
infección bacteriana de oido» de »u niño (otitia 
media aguda), pregúntele ai Zithromax e» 
adecuado para él/ella. 


El UNICO ANTIBIOTICO PASA TOMAR UNA 
VEZ AL OIA POR CINCO DIAS. 

A diferencia de otros antibiótico», Zithromax 
ae administra solamente una ve* al día por cinco 
diaa. Y cinco días son tan efectivo» como la 
terapia convencional de diex día» porque el efecto 
de Zithromax continúa por vario» día» después 
de la última dosis. 

Zithromax tiene un agradable sabor a cereza 
que a loa niños les gusta y se tolera bien. Los 
efectos secunda rio» más comunes son diarrea 
(2X), dolor abdominal (2%), vómito» (1%) y 
náusea (1%). Aunque las reaccione» alérgicas 
son poco frecuentes, de ocurrir, descontinúe el 
uso de este medicamento y consulte con su 
profesional de la salud. Para detalles completos, 
véase un breve resumen en la próxima página. 

PREGUNTE A SU MEDICO SI ZITHROMAX ES 
ADECUADO PARA SU NIÑO. 

Para mayor información sobre Zithromax y un 
folleto gratis sobre el desarrollo del lenguaje 
y la audición, 


llame af I-800-587-DAY8. 

O visítenos en www.KidsRars.eom 



Zithromax 


(azithromycin for 
oral suspensión) 


Ur>« vi i 
al día 

pot 

S di ai 



Clnoo clfsss* y* ya. 










The Foundation publishes a newsletter, "Panas 
Preset Vida" with information on suicide, appeals for 
support and resources for further investigations. It 
also provides conferences, help in crisis and a library 
as well as publish informative brochures and leaflets. 

Krug et al. (1998) did a study that was recently 
reported in the New England Journal of Medicine on 
the correlation between suicide rates and natural 
disasters. They found a 13.8% in increase in suicide 
rates four years after floods. They also show a 62.9% 
increase in suicide rates in year following an earth- 
quake (18). 

These researches insist on the need for mental health 
support for the victims of these disasters and make 
the point that their studies show that the sequelae can 
persist up to five years after the disaster. The sequelae 
inelude PTSD, depression, insomnia, anxiety, subs- 
tance abuse and domestic violence. They point out 
that there is not only the traumas caused directly by 
the natural disaster, but the tensions involved in 
acquiring governmental assistance, obtaining housing 
or waiting for insurance companies to reimburse 
losses. Unfortunately, Alaska and US Territories were 
excluded from this study. Yet an increase of 18.9 
percent was calculated in areas affected by hurricanes, 
while other areas in the States only increased by .1%. 
This rate remained elevated for two years and then 
returned to country-wide levels. In areas that suffered 
flooding the increase was 13.8 percent while the rate 
was stable in all other States (18). 

Differences were found based on sex and age, but 
these differences did not reach statistical significance. 
They report that younger men and older women 
where most severely affected. The increase for men 
was 21.8% and 14.5% for women. There was a 24.9% 
increase for those between the ages of 10 and 29 (18). 

In their discussion of the findings they signal the 
association between mental health problems, 
depression and hopelessness, known risk factors for 
suicide and natural disasters (18). They explain the 
longer reaction times to floods based on the fact that 
floods do more damage and are more costly. Flood 
victims are more likely to make loans which increase 
stress o ver time. 

Mclntosh et al. (1994) found that the rate of suicides 
in Puerto Rico (7.7%) is somewhat lower than in 
the United States (20.4%) (19). Their findings based 
on the World Health Organization (WHO) statistics 
of 1991 report on the statistics for 1989. Puerto Rico 
shows a modérate rate compared to other countries. 
However, the discrepancies between Pólice and 
Department of Health reports are indicative that these 
statistics are not reliable and probably underestimate 
actual figures. 


Suárez Cordero (1997), writes on the relationship 
between self-esteem and suicidal behavior. As a social 
psychologist he points out the factors in Puerto Rico 
that reduce the self-esteem of adolescents. She States 
that of 18,000 weddings yearly, 8,500 terminate in 
divorce, but 80% of these divorced parents remarry. 
For Suárez Cordero, it is the stress factors provoked 
by these rapid changes that affeets the integral 
development of adolescents (20). Furthermore, the 
stressors from the environment with a high rate of 
school desertion, addictive behavior, the crisis in the 
valúes system, the open communication systems, high 
rates of domestic violence, sexual abuse of minors (21), 
criminal violence, unemployment, rampant consu- 
merism and the idleness of many are said to impact 
the quality of life in Puerto Rico. 

Self-esteem is intimately related with the self- 
concept. How we perceive others to valué us helps us 
to learn to valué ourselves. "Unfortunately in many 
cases youth receive messages of disapproval, lack of 
support, conditioned affect, humiliating experiences, 
lack of achievements, dependeney, obstacles, lack of 
skills and no opening for participation" (author's 
translation) (20). This reality for many of the youth of 
Puerto Rico can easily lead to depression and suicidal 
thinking but can also be compounded by the identity 
crisis which is already so much a part of adolescent 
experience. 

Conclusión 

This review of the literature indicates that there is 
no one cause that can be identified as an explanation 
for suicide among teenagers. It seems that there are 
múltiple factors which can mediate such an outeome. 
While there could be biological factors, they must be 
very minor, because they can't explain the vast 
differences between the number of males and females 
attempting suicide. Besides, the contagión theory (22), 
or imitation, is sufficient to explain the fact that some 
families manifest clear patterns of suicide. 

Family systems theory maintains that some 
families dysfunctions in either their structures or in 
their communication skills are powerfully predispos- 
ing. This implies that members of these families have 
been deprived of a forum within which to learn both 
socialization and coping skills necessary to process 
their normal problems of living. As children develop, 
their problems become more complex, intense and 
requiring more and more skills, therefore these indivi¬ 
duáis are less and less prepared to cope. As young 
mature, they have greater accessibility to substances 
such as alcohol and drugs. Due to their lack of expe¬ 
rience in the area of communication within the family, 
their social skills in other scenarios would probably 
be handicapped as well. This can lead to feelings of 
low self esteem, social inadequacy and isolation. The 
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family pattern reproduces itself leading to a break- 
down of relationships. This can lead to depression or 
the intensification of depressive States already active 
within the individual. Some of the studies identify the 
relation between feelings of helplessness or panic and 
suicide. Possibly the idea that the pain, or frustration, 
of a lost relationship never ending scares some youth 
into a drastic attempt to end these feelings. Many 
suicidal teens have a history of running away. 

It is possible that inappropriate cognition or irra- 
tional thoughts may be predisposing factors. The idea 
that the pain or painful isolation will never end is ty- 
pical of teen thinking. Or the thought that no one could 
ever love them (relating to past failures, the crisis of 
sexual identity or conduct problems, etc.). Not having 
experienced unconditional love from significant 
others must relate. 

The use of alcohol/substances seems to multiply 
the risk factors. It lowers inhibitions, distorts the 
perception of reality or can produce a myopic view of 
the situation. Alcohol has long been recognized as a 
depressant and the combination of depression and 
heavy drinking when combined with other factors 
may bring some individuáis too cióse to the edge. 

The phenomena of suicide can be compared to a 
stick of dynamite. Dynamite is a stick of gun powder, 
and a fuse which needs to be ignited. The powder is 
explosive and may relate to all the factors that are 
within the individual. They could be inadequate or 
inappropriate cognition, feelings of worthlessness, or 
helplessness, low self esteem, lack of social or coping 
skills, depression or other psychological disorders, etc. 
The fuse would be the factors from the environment. 
A history of failures, rejection, inabilities, frustrations, 
internalizing self-hate in the case of gays or lesbians, 
or the fear of being found out, alcohol or drug addi- 
tion. The spark would be the event that ignites the 
fuse. It could be a failed exam, a lost relationship, a 
death of a significant other, any situation that could 
lead that particular person into a State of panic or 
severe anxiety. In the case of a homosexual it may be 
a sexual experience, or being identified as a gay. The 
spark can be any situation which would be considered 
difficult to most, but for the individual youth whose 
self concept is already vulnerable and without the 
skills for sharing and processing intimate feelings, 
such an event combined with alcohol, may lead to 
suicide ideation, and with a faulty cognition like "I 
can't stop thinking that it is the only thing that I can 
do" can prevent a teen from seeing any other way. 

Suicide, in spite of all that has been written is con- 
founding. We might be able to understand and analyze 
the factors that contribute to this phenomena, but it 
still remains very much a mystery. The statistics for 
Puerto Rico, although not sufficiently up to date, seem 


to be very much in line with the trend in the United 
States. Any psychologist working with youth can 
therefore expect to have contact with young people 
who are considering the possibility of ending their 
own life. I would conclude from this study, that an 
attempt to explore for suicidal ideation in the young 
should be a priority within evaluations. Counselors 
should make every effort to instill hope in their clients 
and offer them an effective means of communication 
during crisis. 

Every school should have a counselor on the staff 
who has been made aware of the proportions of 
suicide attempts by teens. These counselors should 
organize prevention programs for all students 
especially since the literature shows that most students 
know a peer who has attempted. Contagión has been 
shown to be a factor, so institutions must prepare 
themselves, in the eventuality of a suicide attempt, to 
adequately address the issue. Special help should be 
available to youth with sexual identity problems. For 
example, in New York City students have the options 
of a special school for homosexuals. Teens need 
programs to strengthen their feelings of self worth and 
to develop their social skills. 

Teachers too should be given workshops and 
trained to recognize the signs of depression and be 
able to make referrals to school counselors. They must 
be made aware how sensitive some teens are to 
school's pressures. Schools should also make available 
discussion groups or growth (therapy) groups where 
students can meet to learn the Communications and 
problem-solving skills that they may not have learned 
at home. Churches too could do preventive work by 
addressing the topic in youth groups and making 
teens more aware of alternatives. Religious leaders 
must become more sensitive to the vulnerability of 
youth with identity problems and clearly communi- 
cate to them a message of hope rather than condemna- 
tion. Gradúate programs in psychology could prepare 
students to be available to the larger community in 
"reach out" projects giving presentations in the 
communities and to schools, groups and in the "resi¬ 
denciales" (public housing projects). The military 
Services must address more adequately the issues of 
homosexuality and alcohol dependence. 

At a legislative level, the local congress should be 
made aware of the correlation between teen suicide 
and alcohol consumption. We cannot be so naive to 
think that a law will resolve the problem, but allowing 
minors to have easy access to liquor makes little sense 
either. The work of King et al, which demonstrates 
the influence of the media, and its support of the 
contagión theory (22) should be brought to their atten- 
tion. Again, not with the aim of enacting legislation, 
but as a way to raise the level of consciousness within 
the media to present more realistic accounts of the 
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negative consequences of suicide and suicide attempts 
on the Uves of both the victim and their families and 
friends. 

The Puerto Rican culture is in crisis and our youth 
is very vulnerable to its tensions and conflicts. Ahead- 
in-the-sand approach will not make the problem 
disappear. Suicide is a complex issue, requiring a 
complex multilevel and multi-faceted response. 
Therefore it must be met at therapeutic, legal, 
education, religious and social contexts. 

Abstracto: El suicidio es un fenómeno multifactorial. Este 
artículo repasa la literatura reciente e intenta identificar 
aquellos factores que son particularmente relevantes para 
los adolescentes de Puerto Rico. Eos factores de riesgo que 
tienen una correlación alta con el fenómeno en Puerto Rico 
incluyen la homosexualidad por la hostilidad presentada 
hacia el sujeto, la depresión, el género, la prevelencia de 
desórdenes siquiátricos, la falta de integración social y 
destrezas sociales, la experiencia militar, los factores 
culturales y religiosos, alcoholismo, abuso de substancias y 
el desempleo/pobreza. La literatura revisada indica que el 
varón puertorriqueño está en un grupo de alto riesgo de 
suicidio y que el riesgo aumenta con la edad, la preferencia 
sexual, las disfunciones familiares y el abuso de substancias. 
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Abstract: This article revieivs the literature on the risk 
factors related to teen suicide in the United States and 
Puerto Rico. Findings indícate the interplay ofmultifactors 
including depression, homosexuality—due to the hostility 
that is often experienced by the person—, sexual abuse, lack 
ofcoping, social and problem-soluing skills stemming from 
family dysfunction, feelings ofisolation and helplessness, 
contagión, gender differences, alcohol and drug abuse, 
psychiatric disorders, biological factors, as well as natural 
disasters. Included in this report are some statistics on the 
prevalence of suicide among teens and in the military. 

Key Words: Teen suicide, Risk factors, Prevalence 

Introduction 

S uicide, committed by any person at any age is a 
tragic event. One is disturbed to learn that about 
half of those who commit suicide had seen a health 
care professional within approximately a month be- 
fore choosing to end their lives (1). Nevertheless, this 
phenomena has been neglected as an important one 
perhaps due to the negative stigma which it projects. 
Six children commit suicide every day in the United 
States (2). 300 to 375 suicides are committed each year 
for the last 10 years in Puerto Rico (3). There is an 
enormous quantity of literature on the topic; unfor- 
tunately, there is far too little to be found with regard 
to studies done in Puerto Rico. 

Definitions 

Emile Durkheim (1966) has defined suicide as a 
"death which is the direct or indirect result of a 
positive or negative act accomplished by the victim 
himself" (4). Other terms that are found frequently in 
the literature included completed suicide which Davis 
and Sandoval define as "a death caused by the initia- 
tion of a delibérate set of actions leading to loss of 
Ufe." This term is often contrasted with attempted 
suicide defined as "behavior directed against oneself 
that leads to self-harm or is considered by the adoles¬ 
cent (or evaluator) to have had a strong potential for 
self-harm." Finally, one frequently comes across the 


term suicidal ideation which refers to the serious 
thoughts in which a person considered the option of 
ending their life. (5) Studies often use these distinc- 
tions in their analysis of data. 

Prevalence 

In January of 1996 the American Association of 
Suicidology reported that each year more than 4,000 
US teens take their own lives. This organization 
estimates that for every completed suicide there were 
approximately 20 attempted suicides and that suicide 
is the third leading cause of death (with an 11% rate) 
for teens, following accidents at a 36% rate and 
homicide at a 17% rate. (6) 

Mclntosh et al. (1994) report that while youths 
between the ages of 15 and 24 years of age represented 
14.7% of the population in 1989, they made up 16.1% 
of the suicides (2). Thus, teen suicide rates are higher 
than the number one would expect proportionally and 
they are the second highest risk group. 

A study of a peer-listening phone Service indicates 
that mid adolescents (14-16) were more likely to cali 
regarding suicide, abuse, sexuality and pregnancy (7). 
Interestingly, calis regarding suicide, abuse and death 
were more likely to occur in the winter and spring. 
Both winter and spring are exam and grading periods 
which may be related to stress and anxiety in teens. 
Spring is also a time for a return to outdoor activities 
and the use of sporty clothing. Many teens may be 
overly concerned with body image and not fitting the 
"ideal" sexual icón. 

Ciske and Edwards (1997) claim that over 100,000 
suicide attempts were made last year in the United 
States. Of these, they claim that 30,000 were by gay 
and lesbian youths between the ages of 15 and 23. 
Furthermore, they maintain that the gay population 
is only about 10% of the teen population, but that they 
commit 30% of the suicides. The frequency of lesbian 
suicide is double that of their peers while the fre¬ 
quency of male suicide is 6 times greater than that of 
heterosexual (8). They suggest that gays are at a 
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higher risk for substance abuse, school dropout and 
chronic depression which are associated with suicide 
in adolescents. In Puerto Rico, there exists a lack of 
research in this area. 

McDonald Culp et al. (1995) State that suicide is the 
third leading cause of death for 15 to 24 year olds. 
They did a study on depression in teens using 220 
students between the 6th and 12th grades in two 
Midwest parochial schools. Sixty percent of the middle 
school students and 57% of the high school students 
had scores on the Center for Epidemiological Studies 
Depression Scale (CES-D) of 16 and above (which 
indicates depressive symptomatology). Six percent 
reported having attempted suicide. Problems expe- 
rienced by students were: loneliness, 66%; academic, 
&4%; not feeling good about yourself, 55%; depression, 
54%; and problems with friends, 50% (9). Eleven 
percent of the students admitted to drug use twice a 
month and 39% were using alcohol bimonthly. Thirty 
percent of the students reported suicide attempts or 
thoughts. Twelve students or 6% had made an attempt 
whereas 11% indicated that a friend had attempted 
suicide. Of these 12 attempters, all had CES-D scores 
above 19. The authors conclude a correlation between 
depression and isolation for those at high risk. 

The National Mental Health Association reports in 
their pamphlet on Suicide -Teen Suicide, that almost 
5,000 teens, between the ages of 15 and 24, take their 
own lives. They also report that the rate has tripled 
since 1960. In this same organizaron's Suicide - 
General Information, they State that there is an 
estimated ratio of 10 to 1 between attempts and 
suicide. Furthermore they report that between 30 and 
40 percent of suicide victims have made previous 
attempts and that a person that has attempted suicide 
is at 100 times greater risk during the first year after 
an attempt. Young people make up 20% of male and 
14% of female suicidé victims and is one of the leading 
causes of hospital admissions in people under 35. One 
third of suicide attempts are by persons diagnosed as 
suffering schizophrenia (10). 

Military and Suicide 

Within the military of the United States, between 
the years of 1980 and 1993 suicide accounted for 13% 
of all deaths of males and 12% of women. The number 
has remained fairly constant with approximately 245 
deaths per year, but the rate has increased about 25% 
(11.9 per 100.000 in 1980 to 15.0 in 1993). Of those that 
committed suicide 48% were younger than 25 years 
of age. 95% of these are males who commit suicide at 
a rate almost 3 times the rate of females. The Marine 
Corps had the highest of all fatality rafes of all 
branches with a 14% suicide rate. The Navy's suicide 
rate was the lowest (11.0) of the Services according to 
the National Mortality Profile (11). 


One fourth of all Air Forcé deaths between 1990 and 
1995 were suicides. This translates into one suicide 
every six days. Thirty two percent of Air Forcé suicides 
were tied to substance abuse - alcohol. Financial 
problems were found as a source of stress and conflict 
in about 25% of these cases. Lost relationships and 
the consequent depressions were related to 60% of Air 
Forcé suicides. The remaining 40% were associated 
with work stress. This statistics do no inelude single 
car accidents. The group seen as highest in risk consists 
of those between the ages of 25 and 29 who have 
marital problems. Many may lack coping, social and 
communication skills (12). Due to the 24% unofficial 
unemployment rate, many Puerto Ricans opt for Mili¬ 
tary Service which puts them into a higher risk group. 

Risk Factors 
Homosexuality 

Savin-Williams (1994) reports that gay male and 
bisexual youths are disproportionately at risk for 
stressors that may lead to suicide (13). They often feel 
isolated from their peers, family, and religious, social 
and educational institutions. They have a perceived 
need to keep their sexuality a secret and experience 
chronic stress in relation to "coming out" or having 
their orientation discovered. Many have experienced 
rejection, mistreatment or have become the focus of 
family dysfunction. This author reports that 40% have 
experienced violent attacks, that 61% of these occurred 
in the family and twenty two (22%) percent had been 
abused sexually. Studies have indicated school-related 
problems, including 40% truaney, 28% dropout and 
60% having failed a grade. This investigator maintains 
that 6% of runaways have identified themselves as 
homosexual. However, all these statistics tend to be 
very low due to the fact that most teens have not 
established a clear understanding of their sexual 
preferences and due to social pressures are not likely 
to admit to homosexuality (13). 

Savin-Williams claims that suicide is the leading 
cause of death among lesbians, gay male and bisexual 
youths. He maintains that they constitute 30% of all 
adolescent suicides. He reports that suicide attempts 
by this group are often associated with "sexual 
milestones." These inelude "coming out" or coming 
to identify oneself as gay. Eighty five percent reported 
using drugs and were determined to have come from 
dysfunctional families. At the time of their first 
attempt they reported feeling hopeless, worthless, 
alienated, lonely and helpless. When this group was 
compared with gay youths who did not attempt 
suicide they were found to have come to an awareness 
of their gay feelings at a much earlier age. Also 
reported are psychiatrist's opinions that the most 
frequent causes of adolescent gay suicide are feelings 
of disenfranchisement, social isolation, rejection from 
family or peers and self revulsión (13). 


31 


Remafedi (1987) found that the younger the teen 
carne to terms with his homosexuality the higher the 
risk for psychological problems. Of his sample of 29 
gay and bisexual youths 72% had been treated by 
mental health professionals. Five of nine who where 
hospitalized had attempted suicide. All but one of the 
sample had contemplated suicide at one time or ano- 
ther. Ten subjects (34%) of the sample had attempted 
suicide and two on múltiple occasions (14). 

Nelson (1994) has criticized the special issue on 
adolescence of the American Psychologist for having 
manifested significant heterosexist bias. This author 
affirms that gay and lesbian youth are at a three times 
greater incidence of suicide. He also indicates that one 
study has found that between 25% and 40% of home- 
less adolescents are self-identified as homosexuals. He 
observes that the issue failed to inelude sexual 
minority groups. Substance abuse is also cited as being 
three times higher among this population, as well as 
problems of social stigmatization, isolation and the 
internalization of this social hatred (15). 

Schneider et al. (1991) compare gay and bisexual 
suicide ideators with regards to their HIV status. This 
study focused on the biological risk of developing 
AIDS and AIDS-related life events. Both were found 
to predict suicide-related outeomes. Their findings 
indicate that in HIV- subject's past depressive symp- 
toms and loneliness alone predict suicide intent. This 
study indicates a substantial level of suicidal ideation 
among gay and bisexual men at risk for AIDS, regard- 
less of HIV serostatus. Past levels of psychosocial 
functions is more predictive of suicide intent among 
HIV+ compared with HlV-suicide ideators. Events 
predict suicide intent more powerfully than current 
distress in subjects. The authors suggest that suicide 
ideation may be a way of coping (16). 

Depression 

Depression affeets about 17.6 million Americans 
yearly. Between two (2%) and five (5%) percent of 
these are children with as high as ten (10%) percent in 
the clinical population (17). Studies indicate that 
depression is associated with the majority of suicides 
which is ranked as the eighth cause of death and third 
for those between the ages of 15 and 24 years of age. 
The DSM-IV reports a high mortality for those who 
suffer depression with as many as 15% committing 
suicide (18). There is no gender differences reported 
for depression of children between the ages of six (6) 
and twelve (12) (17). However, among pubescent teens 
the prevalence for females is double that of males. One 
of the characteristics the DSM-IV uses to determine a 
diagnosis of depression is the presence of suicide 
ideas as well as thoughts about dying which are not 
simply fears about death, but indicate an obsession 
with death (18). 


In one of the latest editions of the American 
Psychologist, Dante Cicchetti and Sheree Toth (1998) 
have written on the correlation between depression 
in children and adolescents and early development. 
They also attest to a strong association between de¬ 
pression and adolescent suicide (19). Their studies lead 
them to conclude a prevalence of major depression of 
between .4 and 2.5% for children and between .4 and 
8.3% for adolescents. The prevalence for an experience 
of major depression during adolescence is calculated 
at between 15 and 20% (19). 

Cicchetti y Toth maintain that individuáis adapt in 
a functional way the organization of cognitive, socio- 
emotional, representational and biological dominions. 
However, depressed individuáis have incoherent and 
pathological organization in their systems which these 
authors cali depressotypic organization (19). Note- 
worthy is the higher incidence of depression among 
children of depressed parents, especially mothers. 
Investigations indicate different lobule arousal in 
depressed children. Apparently depressed mothers' 
responses to their babies are less adequate and results 
in not only the child learning not to trust others to 
provide for their needs, but even physiological chan- 
ges in brain activity related to attraction and avoidance 
behaviors. Children of depressed mothers tend to 
avoid others and therefore fail to learn other sociali- 
zation skills at later developmental stages. Isolation 
of these individuáis can also affect their learning of 
coping and problem-solving skills. It is believed that 
not having developed healthy attachment to their 
mother they do not learn the social skills necessary to 
relate with others. 

Panic Disorders also interrelate with suicide and 
depression. Perhaps the lack of social skills, feelings 
of rejection and isolation, when combined with a panic 
attack, leave the individual with no resources or 
support system to help them cope with the extremely 
intense feelings of helplessness and impending doom. 

Estimates for Puerto Rico indicate a six (5.9%) 
percent prevalence of depression among adolescents 
between the ages of four (4) to sixteen (16). However, 
the problem of co-morbidity with opposition and 
attention déficit disorder are probably masking higher 
rates (20). 

Sexual Abuse 

Suicide has been recognized as one of the secuelas 
of childhood sexual abuse. Finkelhor and his associa- 
tes described a national poli, conducted in July of 1985 
by the Los Angeles Times, which surveyed 2,626 men 
and women by telephone. Results disclosed that 27% 
of women and 16% of men had some experience of 
sexual abuse (21). A study done in 1995 on 236 college 
women found that 26% had experienced modérate 
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adolescent victimization and 33% severe. Further- 
more, as children 47% had been victimized moderately 
and 12% had experienced severe childhood victimi¬ 
zation (22). Collings found in a study done in 1994 
that 9% of a group of 326 male social Science students 
had reported contact sexual abuse. His study also 
showed that male sexual abuse is associated with later 
problems in psychological adjustment. Symptoms of 
depression, suicidal ideas and attempts, isolation, 
substance abuse, confused sexual identity are recog- 
nized as some of the secuelas associated with childhood 
sexual abuse (23). With such high occurrence it would 
seem that therapists must explore this possibility of 
childhood sexual abuse with any depressed individual 
or suicide attempter. Or in the case of known victims 
of childhood sexual abuse recognize such experience 
as a high risk factor for a possible suicide attempt. 

Biological Factors 

Malone (1996) confirms that suicide is the third 
leading cause of death among the 15 to 34 year olds. 
He maintains that suicide is a serious complication of 
Major Depressive Disorder. His studies indícate the 
possibility of an underlying serotonin dysfunction as 
related to the threshold for acting out suicide ideas. 
He has found lower serotonin metabolite levels in the 
spinal fluids and more blunted prolactin response to 
fenfluramine in those suicide victims who do most 
medical damage to themselves compared to those who 
do less medical damage. Malone continúes that a 
Dr. Victoria Arango has identified alterations in 
serotonergic neuron projections to specific regions of 
the frontal cortex (the most sophisticated area of the 
brain and involved in the regulation of mood and im- 
pulsiveness. He calis for more research on the possible 
serotonin deficiency hypothesis of depression (24). 

Ubiert Prats (1997) reports that postmortem studies 
of suicide victims reveal abnormalities based on 
examination of the serotonin neurotransmitter system. 
Low levels of serotonin may result in disinhibition or 
affective changes that could result in suicide. He States 
that lesions in the prefrontal cortex are associated with 
the development of depression, aggression and dis¬ 
inhibition. This author also maintains that the pharma- 
cological treatment for depression acts directly on the 
serotonin system and reduce suicidal impulses (25). 

Brent (1997) reports that there is greater concor- 
dance for suicide in identical twins compared to fra¬ 
ternal twins (26). This researcher States that Roy found 
psychiatric patients who had attempted suicide had 
higher rafes of attempts in their relatives than non- 
attempters. Families of suicide victims have higher 
rates of attempts, depression and substance abuse. 
Recognizing the possibility of imitation, this author 
is more inclined to further genetic studies. That is 
because the evidence indi cates that there is a greater 


concordance with biologic relatives than those adopt- 
ed (26). However, he opts for the family system theory 
with regards to therapy. Brent States that members of 
families who have had a relative attempt suicide are 
at 4 times higher risk for suicide. 

Contagión 

The National Center for Injury Prevention and 
Control has published a report from a national work- 
shop (27). They confirm the rate increase of suicide 
for persons between the ages of 15 - 24 to have climbed 
from 4.5 in 1950 to 13.5 per 100,000 in the nineties. A 
risk factor that seems particular to this group is suicide 
''contagión." They define suicide contagión to be a 
"process by which exposure to suicide or suicidal 
behavior of one or more person influences others to 
commit or attempt suicide" (28). They report that 
statistically significant excess suicides are seen with 
relation to nonfictional newspaper and televisión 
coverage of suicide. They also affirm the clustering as 
an effect of contagions which appears strongest among 
adolescents. It is not the reporting of a suicide that is 
of concern to this group, but how the media portrays 
the event. They are concerned that simplistic ex- 
planations or single factors not be presented, but 
rather the complex interaction of many factors as well 
as a psychosocial history. Prominent, excessive and 
repetitive coverage is seen as promoting contagión. 
Reporting can often focus too closely on the positive 
statements of those that knew the deceased, failing to 
mention his/her problems and difficulties. 

Suicide contagión was studied in a psychiatric Hos¬ 
pital. This study was realized due to the phenomena 
of suicide contagión within communities and the 
statistical evidence which the authors affirm supports 
the clustering of adolescent suicides. Contagión was 
noted as occurring in small, cióse, well-established 
networks of friends. However, this study found no 
evidence of behavior clustering in an inpatient unit 
where acute care is given to adolescents. 

Daniel Castellanos (1997) is in the early stages of 
analyzing the effects of televisión reports on suicide. 
"Copy cat" suicides are recognized because they 
closely imítate some programs which have included 
detailed descriptions of how to commit suicide. 
Features that are important inelude the details of the 
method used, whether the consequences are present¬ 
ed, the stressors, treatment and the characteristics of 
the adolescent who commits the suicide. He points 
out that many programs do not highlight or even 
mention the possible negative consequences such as 
disfigurement, paralysis or brain damage (29). 

Phillips and Paight (1987) also studied the question 
of suicide contagión. They were not able to replícate 
earlier findings of Gould and Schaefer who studied 
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the effects of fictionalized accounts of suicide on the 
rate of suicide (30). The early study had been on 
subjects in the area of New York City. Gould and 
Schaefer's study was conducted in California and 
Pennsylvania. The New York Study was so statistically 
weak that when all three studies are combined, they 
fail to show a significant difference. However, these 
fictionalized accounts were only televised on one 
occasion where actual accounts of suicide are broad- 
cast on several stations repeatedly which may account 
for the discrepancy between studies. In Puerto Rico, 
no study has been conducted on contagión and suicide. 

Gender Differences 

Reifman and Windle (1995) studied suicide beha- 
viors as a function of depression, hopelessness, alcohol 
use and social support. They used two high school 
samples: one of 698 students and the other of 283. They 
report that suicide for 15 to 19 year olds has increased 
from 3.6 per 100,000 in 1960 to 11.3 per 100,000 in 1988 
while the rate for the overall population only increased 
slightly (31). These authors calcúlate that for every 
seven deaths of those between the ages of 15 -19 one 
is due to suicide. They look to three theories for expla- 
nation of this phenomena: Baumeister's escape theory, 
hopelessness theory of depression and the alcohol 
myopia theory. Baumesister's escape theory "posits 
that heightened awareness of one's own failures to 
meet personal and social standards, accompanied by 
intense negative affect and feelings of worthlessness, 
motivate the individual to avoid thinking about situa- 
tions that carry negative implications about the self." 
Alcohol myopia is described as a result of consuming 
alcohol which restricts one's attention to only imme- 
diately salient stimuli. Thus, when considering risky 
behavior, inhibitory factors may be blocked from 
awareness while instigating factors may be intensified. 
Learned hopelessness is expressed by suicidal indi¬ 
viduáis who are not able to conceive of any other solu- 
tion for their desperate or hopeless situation (31). 

These researchers also point out gender differences. 
Males complete suicide more often than females, but 
females attempt suicide more often than males (31). 
This relates to the methods used. Males tend to use 
more violent and rapid means, guns, hanging them- 
selves, etc. According to Parrilla Cruz, females tend 
to use less violent and slower means such as an over- 
dose of drugs (32). 

Mclntosh reports that the male rate of suicide 
exceeds that of female suicides and that sex has the 
greatest predictive power (2). 

Alcohol Use 


records mixed results. However, depression is indicat- 
ed as a stronger predictor of fu ture suicide. According 
to the theory of alcohol myopia, consuming alcohol 
restricts one's attention to only immediately salient 
stimuli. That is, alcohol myopia lowers inhibitors and 
the awareness of other factors that tend to inhibit risky 
behavior as well as intensify a single emotional State. 
These authors' investigations have led them to con- 
clude that depression and alcohol consumption are 
independently and prospectively related to some or 
all suicidal behaviors. The structural design of their 
investigation strengthens the argument for presumed 
causal relations to suicidal behaviors (except comple- 
tion) however, it does not rule out the possibility of 
other variable causations. It does elimínate the 
possibility of reverse causal process. Hopelessness did 
not predict later suicidal behaviors in this study. The 
hypothesis derived from the escape theory was not 
supported by this longitudinal analysis. However, 
family support was shown to be negatively related to 
suicidal behaviors cross-sectionally (31). 

Gruenewald et al. (1995) have presented a very inte- 
resting study showing a correlation between alcohol 
sales and suicide rates. Alcohol is understood as a 
disinhibiter, but their study distinguishes between 
drinking beer, wine and spirits. Alcohol is also an 
indicator of social disintegration which is associated 
with suicide (33). These authors point out that other 
studies have shown that suicide is a function of age, 
gender, and race. The rate increases generally for age, 
is greater for males and less for non-whites. There is 
also the factor of economic opportunity. This study 
based on alcohol sales indicates a 1.5% increase for 
each 10% increase in spirits sales (not beer or wine). 
They were able to confirm that unemployment is 
positively related to suicide rates. Religiosity too is 
negatively related. Percentages drop in areas where 
Mormon or Southern Baptists populations are high. 
There was a 1.8% decline for each 10% increase. 
Previous studies had taken all liquor sales into account 
but findings were inconsistent due to comparative 
rarity of units and mis-specifications of Controls. 
However, this study was very careful to distinguish 
between the consumption of spirits. 

Psychiatric Disorders 

Jan Fawcett, M.D. (1996), makes the distinction bet¬ 
ween short-term predictors and long-term predictors 
of suicide. This study indicates that a high level of 
anxiety was the most important short-term predictor 
of suicide. Fawcett States that panic attacks and anxiety 
which are manifested by worry, insomnia, anxious anti- 
cipation and diminished concentration as well as alco¬ 
hol abuse predicted suicide over the short-term (34). 


"The recent hopelessness theory of depression sees 
hopelessness as a cause of a subtype of depression 
called 'hopelessness depression'" (31). The literature 
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Shaffer et al. (1996) concluded in a study of psycho- 
logic autopsy on 170 children and adolescents that 


committed suicide between 1984 and 1986 that most 
commonly a mood disorder alone—or in combination 
with conduct disorder and/or substance abuse— 
characterize suicides among teens (35). This study 
reveáis that 90% of young people who committed 
suicide met criteria for at least one DSMIII psychiatric 
diagnosis. Sixty-one percent met the criteria for mood 
disorder, 52% for major depressive disorder and 10% 
for adjustment disorder, 4% for bipolar disorder and 
12% for depression otherwise not specified. All but 
five met criteria for conduct disorder and 27% for 
anxiety disorder. Seventy-one percent of the subjects 
committed suicide younger than 13 years of age. The 
prevalence of most psychiatric diagnoses increased 
with age. Gender differences showed that substance 
abuse and dysthymia occurred almost exclusively in 
males and major depression was twice as common in 
females (35). The authors conclude that reckless and 
runaway behavior remain a significant predictor of 
suicide risk for boys after controlling for mood disrup- 
tive and substance abuse disorders. Interestingly, 46 
of the subjects had had contact with a mental health 
professional before their death. For males, a previous 
attempt and a diagnosis of a mood disorder and 
Substance Abuse or Alcohol significantly increased 
the risk of suicide. SAA was present in about two 
thirds of 18-19 year oíd males subjects who committed 
suicide. For females a previous attempt and a diag¬ 
nosis of a mood disorder significantly increased the 
risk (35). 

Levy et al. (1995) did a study on adolescents admitt- 
ed to a general hospital emergency room. They found 
that the best predictor of suicida! intent was a sense 
of hopelessness. They tested 78 adolescent attempters 
between the ages of 12 and 18.61 were females (80%), 
75% were Caucasian, 12% Hispanic, 10% African- 
American and 3% Asian. 92% attempted suicide by 
drug overdose. This was a first attempt for 72% of the 
subjects. 

Precipitating events were problems with parents 
(36%), and problems with boyfriends/girlfriends 
(25%). Levy et al. used the Hopelessness Scale for 
Children, took into account the social economical 
! status (SES) and employed the Suicidal Ideation Ques- 
tionnaire as well as the Model of Family Functioning. 
The suicide Intent Scale was also administered. Results 
showed that those who were admitted medically had 
more dysfunctional family scores. Hopelessness 
predicted both suicide intent and suicidal ideation. 
However is was not found to be a mediating variable. 

I A regression analysis showed that family dysfunction 
predicts hopelessness and hopelessness predicted 
suicidal ideation (36). These authors concluded that 
hopelessness had the strongest effect in predicting 
both suicidal thoughts and attempts. Contrary to 
expectation, higher SES was seen as related to more 
serious suicidal intent (36). 


There may be a correlation between suicide and 
anorexia or bulimia. According to an article published 
in the Boston Globe by Huebner (1997), the NIMH 
reports a 10% death rate with deaths attributed to 
starvation, cardiac arrest and suicide. According to the 
same article 90% of Americans affected are women 
and most of them are young. Anorexic people lack 
self esteem, have difficulty communicating their 
feelings, and those with bulimia often feel guilty and 
depressed (38). Between 40 and 80% of eating disorder 
patients suffer depression. Wang found that those with 
severe anorexia and bulimia have low levels of sero- 
tonin and norepinephrine which does not normalize 
with weight gain (38). 

In an update on Dr. Shaffer's studies he corroborates 
earlier findings. The suicide rates in 1991 are the same 
as they were found to be in 1988 when they peaked. 
However over the past 15 years the suicide rate for 
boys has tripled (39). In 1990 firearms were used in 
two thirds of the teen suicides. The preferred method 
by the remaining males was hanging. This researcher 
points to a 90% rate for a psychiatric diagnosis of 
adolescent suicides. He refers to three studies which 
indicate some form of depressive disorders or alcohol / 
substance abuse especially for those over 17. Shaffer 
also observes the low levels of serotonin metabolites 
in victims blood. He accepts that contagión is still a 
controversial issue, but points to an important study 
done in Germany where a TV story presented a young 
man committing suicide by lying across railroad 
tracks. Both times that this story was aired it was 
followed by an increase in the suicide rate by that 
method. 

Suicide and Coping Skills 

In their article on Coping, Depression and Adoles¬ 
cent Suicide Attempts, Anthony Spirito et al. (1996) 
State "that maladaptive coping strategies have been 
viewed as either predisposing variables or precipita¬ 
ting factors not only in depression but also in suicidal 
behavior in adolescents" (40). They cite one study in 
which suicide attempters were compared to non 
attempters on map reading. Attempters were found 
to be less skilled and may be poorer at problem- 
solving skills. Another study that they cite indicates 
that attempters are more likely to procrastinate dealing 
with problems and that they have difficulties in initiat- 
ing the process of problem-solving when compared 
to their non attempter peers (40). Still another study 
they cite indicates that attempters are more prone to 
use social isolation as a coping tool. 

In their own study done on patients in a psychiatric 
hospital, divided into three groups and one group of 
non suicidal patients and still another of attempters 
at a general hospital, they found a high percentage of 
girls among the attempters (one group had 69% and 
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another 78%). Boys were statistically different from 
the girls in their tendency to blame others for their 
problems. All those in the psychiatric hospital were 
found to be significantly higher on social withdrawal. 
They also conducted a different study based on levels 
of sadness and found that the more sad group uses 
the coping strategy of distraction and wishful think- 
ing, while the not so sad group tended to use more 
cognitive restructuring. Significant differences were 
seen between genders in studies comparing clinically 
depressed. The majority of the girls fell into the 
depressed group and the majority of the boys into the 
non-depressed group (40). Furthermore, depressed 
subjects showed significantly more social withdrawal, 
less cognitive restructuring and more blaming of 
others. Further analysis showed that social isolation 
was not particular to suicide attempters, but characte- 
ristic of those generally depressed, but it was used 
more often by suicide attempters. 

Suicide and Social Integration 

Pete-McGadney (1995) did a study on the self- 
concept of pregnant teens in different geographic 
locations and refers to a theory of suicide proposed by 
Durkheim. This theory postulates that the rate of 
suicide is affected by two social characteristics. When 
the rate of social integration is very high it leads to 
altruistic suicide and when very low it leads to egoistic 
suicide. Also the rate is influenced by the degree of 
social regulation. When the rate of social integration 
is very high it leads to fatalistic suicide and when it is 
very low to anomic suicide. However, the author States 
that modern sociologists note that altruistic and fatalist 
suicides are rare in industrialized societies and 
transíate Durkheim's theory simply into a recognition 
that "suicide rates are higher when the degree of social 
integration/regulations is lower" (41). She also reports 
that the divorce rate in the United States, and Cañada 
are negatively associated with suicide rates. Marriage 
rates in the States, but not Cañada also show a protec- 
tive affect against suicide when other factors are taken 
into account. Economic factors where not shown to 
affect the overall rate, but different societal groupings 
are effected. She found that social and economic varia¬ 
bles are most powerful predictors of the suicide rate 
for youth. She also reports that these rates are lower 
in Muslim and Román Catholic nations. There is a de¬ 
cline in religious practices in Cañada which had a rate 
50 to 60% higher than the US rate in the eighties (41). 

Piacentini et al. (1995) link suicide attempts among 
adolescents to early sexual behavior, substance use, 
depression, school and legal problems. Data indicates 
that these problems continué after first attempts and 
that eventually between 6 and 50% will repeat their 
attempt with a 5% taking their own lives eventually. 
Interestingly, these authors report that almost half of 
these attempters will receive no formal therapeutic 


Services. Secondly, that there is a high attrition rate 
among those that do, especially among the older 
youth. Their study indicates that younger males 
received more treatment than older males or females. 
Thus age for males is recognized as a significant 
predictor of the number of treatment sessions kept. 
They also conclude that age is a predictor among 
males, that is older youths are at a higher risk (42). 

Koopmans (1995) wrote an article on the relation 
of family dysfunction and teenage suicide attempts. 
He studied questions of boundary transgression, 
double bind interactions and the demarcation of 
kinship roles. Following family systems theory he 
suggests that suicide is a double bind message in 
which messages concerning the need for autonomy 
and the need for parental supervisión are simulta- 
neously asserted. Koopmans sees suicide attempts as 
an intent to make a "first order" change. Furthermore 
he suggests that many factors previously identified 
as predictors of suicidal behavior can be interpreted 
as boundary transgressions such as lack of parental 
permissiveness with regard to dating. He points out 
that the recognized predictors such as aggression, 
depression, ego strength and feelings of helplessness 
do not contradict family systems perspective that 
family conflict mediates these factors (43). 

Conclusión 

Suicide among teens is a growing problem reflect- 
ing the complexities and mounting tensions of con- 
temporary society. Much like other psychological 
phenomena, adolescent suicide is multifactorial 
requiring a multilevel response from educators, 
psychologists, social workers, clergy and politicians. 
Professionals must know and recognize the high risk 
factors and therapeutic efforts should inelude coping, 
problem solving and social skills. Depressive families 
should be identified and treated appropriately. Young 
children manifesting depression or the tendency to 
isolate themselves should be identified and given the 
necessary training so as to overeóme feelings of help¬ 
lessness and of incompetence. 

Prevention programs are needed among adoles¬ 
cents, especially those using controlled substances. 
The public needs to be educated as to the correlation 
between alcohol and teen suicide. Laws need to be 
enforced with regard to the access minors have to 
alcoholic beverages. 

Schools could develop programs helping students 
to learn social, problem-solving and coping skills. 
School psychologists and teachers must be trained to 
recognize victims of child sexual molestation. 

Clergy should be educated as to the complexity of 
sexual identity of young people and the harmful 
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effects of diatribes and condemnations against 
homosexuality which often intensify guilt and feelings 
of worthlessness. Government agencies must become 
more adept at recording and informing accurately the 
causes of death so that those responsible for public 
policies can detect early negative trends and provide 
the necessary funding for studies and preventive 
programs. 

The media must take responsibility for their pro- 
graming and be cognizant of the dire consequences 
of contagión. 

More studies are needed. Studies in Puerto Rico on 
the correlation of suicide rafes and natural disasters 
should be addressed. The military must look into the 
suicide rafes of young Puerto Ricans in the Service. 
Investigations are hampered by government agencies 
which do not release suicide statistics in a timely way. 
A study on suicide contagión is needed in Puerto Rico. 

Abstracto: Este artículo revisa la literatura sobre los fac¬ 
tores de riesgo que se relacionan al suicidio de adolescentes 
en los Estados Unidos y Puerto Rico. Los hallazgos incluyen 
la interacción de multifactores como: la depresión, la homo¬ 
sexualidad —por la hostilidad que enfrentan—, el abuso 
sexual, la falta de destrezas sociales, entre ellas las de resolver 
problemas, de estrategias de manejo familiar, sentimientos 
de aislamiento e incapacidad, contagio, diferencias degenero, 
abuso de alcohol y de sustancias controladas, desórdenes 
siquiátricos, factores biológicos, al igual que los desastres 
naturales. En este artículo se presentan estadísticas de 
prevalencia de suicidio entre los adolescentes y jóvenes 
militares. 
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Ya no necesitas esperar para tener tu servicio telefónico 
en cualquier lugar donde te mudes. Con el 


Homephone de Centennial tienes tono en 
tu teléfono inmediatamente lo 
enchufas a cualquier receptáculo 
eléctrico. 


Y como toda llamada 
recibida es gratis y tiene 
buzón de voz, llamada en 
conferencia y llamada en 
espera, pues no te hace falta 
ningún otro teléfono 
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Resumen: La depresión es uno de los desórdenes psiquiá¬ 
tricos más comunes en la población envejecida (2). A pesar 
de que Puerto Rico es un país con una alta proporción de 
envejecidos(9.7%), hay muy pocos estudios relacionados a 
esta población. El propósito de esta investigación es conocer 
las propiedades psicométricas de la Escala de Depresión 
Geriátrica(EDG). Así como determinar si la EDG es una 
medida adecuada para cernir síntomas depresivos en los 
envejecidos puertorriqueños. En Puerto Rico se ha utilizado 
indiscriminadamente la Escala de Depresión Geriátrica sin 
tener estudios sobre las propiedades psicométricas para esta 
población. A esos efectos se seleccionó una muestra de 146 
envejecidos, residentes en égidas del área metropolitana, que 
tuvieran 65 años o más. 

En los resultados sobre las características psicométricas 
de la EDG se encontró un coeficiente de consistencia interna 
Alfa de Cronbach de .83. Con relación a la validez de cons- 
tructo se encontró una correlación de .72 entre la EDG y el 
Inventario de Depresión de Beck. Además se realizó un 
análisis de factores en el que se encontró una estructura 
factorial de 5 factores que explica un 43.81% de la variación 
total del instrumento. De acuerdo a estos resultados la EDG 
parece tener un alto grado de consistencia interna y una 
buena validez de constructo al compararla con el Inventario 
de Depresión de Beck. 

Introducción 

L os ancianos presentan una alta incidencia de 
problemas emocionales (1). La depresión es uno 
de los desórdenes psiquiátricos más comunes en la 
población envejecida (2) y resulta ser una de las 
mayores causas de hospitalización psiquiátrica en 
personas sobre 65 años (3). De acuerdo al Instituto 
Nacional de Salud Mental (INSM), en un estudio 
epidemiológico realizado en 1984, los síntomas de 
depresión ocurren en un 27% de los viejos residentes 
en la comunidad, con un 1% de desórdenes de 
depresión mayor (4). 


Los envejecidos con depresión rara vez buscan 
ayuda para la misma, por lo que se hace necesario 
buscar métodos más efectivos para identificar a la 
población en riesgo. Los instrumentos de evaluación 
estructurados son útiles en cernir problemas que 
pueden ser difíciles de reconocer en la población de 
envejecidos, aun después de ser evaluados clínica¬ 
mente (5). El manejo de estos instrumentos también 
ayuda a economizar tiempo, facilitar los procesos de 
evaluación y mejorar la exactitud y la confiabilidad 
de la evaluación. 

La evaluación clínica de depresión en los enveje¬ 
cidos ha utilizado tradicionalmente una variedad de 
escalas de auto informe y de observación para conocer 
la severidad e intensidad de la depresión (6). Los 
inventarios de auto evaluación, combinados con un 
historial del paciente y una entrevista, tanto al paciente 
como a familiares del mismo, ayudan a conocer la 
severidad, intensidad y duración de los desórdenes 
depresivos. 

Estas escalas para medir la severidad de la depre¬ 
sión son de particular interés para los geropsicólogos 
por su potencial de costo-efectividad. Su uso es reco¬ 
mendado durante el cernimiento y la entrevista inicial, 
ya que pueden proveer información sobre las 
emociones, tan confiable y válida como la obtenida 
en una entrevista clínica (7). La Escala de Depresión 
Geriátrica (EDG) fue desarrollada para proveer una 
medida confiable para cernir sintomatología depresiva 
en las poblaciones envejecidas, a la vez que fuera de 
fácil ejecución, se completara en poco tiempo y su 
administración no necesitase de mucho adiestra¬ 
miento (8). 

En Puerto Rico se han realizado muy pocos estudios 
relacionados a la depresión en los envejecidos (9,10). 
Hasta el momento no se tiene una escala de depresión 
que haya sido construida y validada para los ancianos 
puertorriqueños. Es importante utilizar escalas 
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construidas específicamente para esta población ya 
que este grupo puede presentar características 
diferentes a otros. A través de este estudio se desea 
conocer si la Escala de Depresión Geriátrica, la cual 
ha sido una de las escalas de auto informe más utili¬ 
zadas en los envejecidos (11), es una medida efectiva 
y confiable entre los envejecidos puertorriqueños. La 
población de envejecidos en Puerto Rico, al ser un 
sector numeroso y que ha sido identificado como uno 
de escasos recursos, tanto económicos (12) como de 
apoyo social (13), de servicios médicos (14) y psico¬ 
lógicos (9,15), se considera un área de importancia. 

Método 

Participantes 

Se seleccionaron 153 participantes, residentes en 
diferentes égidas en el área metropolitana. Se definió 
envejecidos como personas de 65 años o más, resi¬ 
dentes en alguna égida del área metropolitana. 

Para seleccionar las égidas se tomó una muestra de 
las 34 égidas que componen la región metropolitana 
y norte I. Estas regiones comprenden los pueblos de 
San Juan, Guaynabo y Bayamón, según la Oficina de 
Asuntos de la Vejez. Se seleccionaron estas regiones 
por las siguientes razones: accesibilidad de las mismas 
y entre estas dos regiones se concentran más del 52% 
de los envejecidos residentes en égidas, con 34 de las 
84 égidas en Puerto Rico (según la lista preliminar de 
égidas y estimado de residentes de la Oficina de 
Asuntos de la Vejez). La muestra se seleccionó por 
disponibilidad. Luego de obtener la autorización de 
la administración se procedió a visitar a los partici¬ 
pantes orientándolos sobre el estudio. Si accedían a 
colaborar se completaba la hoja de consentimiento 
informado. 

De los 146 envejecidos en la muestra final, 119 son 
mujeres (81.5%), mientras 27 son hombres (18.5%). La 
edad promedio de los participantes fue de 76.5 años. 
La edad mínima para propósitos del estudio fue de 
65 años mientras la máxima fue de 94 años. Con 
relación al estado civil, el 50.7% de los participantes 
eran viudos /as, un 29.5% relación consensual, un 
27.4% divorciados/as, un 10.3% casados/as y un 9.6% 
solteros/as. Se encontró que un 61% de los partici¬ 
pantes eran católicos y un 30.9% protestantes, mientras 
un 8.3% profesaban otras religiones. 

Instrumentos 

Escala de Depresión Geriátrica 

La Escala de Depresión Geriátrica (EDG) fue 
desarrollada por Yesavage, Brink y colaboradores en 
1982. La EDG consta de 30 reactivos los cuales ex¬ 
ploran tres aspectos relacionados a la depresión: 
síntomas afectivos, síntomas cognoscitivos y de com¬ 
portamiento, utilizando un formato de respuesta de 
?í o No. La Escala la cual ha sido específicamente 


diseñada y validada para medir depresión en los 
envejecidos utiliza un formato de respuesta Sí o No. 
Se investigó la confiabilidad de la escala, teniendo una 
consistencia interna (Coeficiente Alfa de Cronbach) 
de .94 y utilizando el método de división por mitades 
con .94 (16). Con relación a la consistencia a través del 
tiempo se obtuvo una correlación de .84 (16). Estos 
resultados respecto a la confiabilidad de la escala, 
sugieren un alto grado de consistencia interna. 

En el estudio de validación de la escala realizado 
por Brink, Yesavage y colaboradores(1982), se observó 
una validez concurrente alta con la Escala de Depre¬ 
sión de Zung con una correlación de .83 y de .84 con 
la Escala de Depresión de Hamilton (17). Estos resul¬ 
tados van a la par con un estudio piloto realizado en 
Puerto Rico, en el cual se encontró una correlación de 
.76 entre la EDG y el Inventario de Depresión de Beck 
(18). Para esta investigación se utilizó la versión en 
español, adaptada a la población puertorriqueña (18). 

De los 30 reactivos de la EDG, 20 indican la pre¬ 
sencia de depresión, si son contestados de manera 
afirmativa, mientras que los 10 restantes demuestran 
depresión al ser contestados de manera negativa (16). 
Para la corrección de la prueba se da un punto por 
cada respuesta que confirme un síntoma depresivo. 
La puntuación fluctúa entre: 0-9 no depresión o 
normal, 10-19 depresión leve y 20-30 depresión severa. 

Inventario de Depresión de Beck 

Para examinar la validez de constructo de la Escala 
de Depresión Geriátrica se utilizará el Inventario de 
Depresión de Beck (BDI). Durante los pasados 25 años 
el BDI ha sido uno de los instrumentos más frecuente¬ 
mente utilizados para medir intensidad de depresión 
en pacientes psiquiátricos (19). 

El BDI está compuesto por 21 reactivos, cada uno 
de los cuales describe una manifestación de depresión 
y consiste de 4 aseveraciones diseñadas para reflejar 
el grado de severidad del síntoma. Estos van desde 
neutral a máxima severidad. La puntuación total del 
BDI se clasifica entre: 0-9 no depresión, 10-15 depre¬ 
sión leve, 16-19 depresión leve a moderada, 20-29 
depresión moderada a severa, 30 ó más depresión 
severa. Se escogió el BDI como medida de compara¬ 
ción, debido a que esta escala aparenta ser una medida 
efectiva de depresión para la población envejecida de 
Puerto Rico. Rosado (1997) realizó un estudio con 80 
envejecidos puertorriqueños entre las edades de 65 a 
85 años (10). En esta investigación se encontró que el 
BDI tenía una consistencia interna (alfa de Cronback) 
de .89. Al estudiar la validez de constructo de este 
instrumento se encontró una correlación de .90 al 
comparar los resultados de la prueba con el diagnós¬ 
tico ofrecido por un psicólogo clínico licenciado con 5 
años de experiencia (10). 
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En el estudio realizado por Bernal, Bonilla y 
Santiago (1995), utilizando una muestra de 300 par¬ 
ticipantes del Centro Universitario de Servicios y 
Estudios Psicológicos (CUSEP) de la Universidad de 
Puerto Rico, con una edad promedio de 25.25 años, se 
encontró que los resultados apoyaron la validez del 
instrumento como medida de sintomatología depre¬ 
siva (20). Para propósitos de este estudio se incluyó 
una planilla de datos socio-demográficos, auscultando 
datos tales como: edad, escolaridad, nivel socioeco¬ 
nómico y estado civil, entre otras. 

Procedimiento 

Las escalas fueron administradas verbalmente, a 
pesar que se le ofrecían las opciones de realizarla de 
manera escrita o verbal. Todos los participantes 
escogieron la opción de la entrevista verbal indicando 
que se les dificultaba en la mayoría de los casos por 
problemas en la visión. El orden de administración 
de los instrumentos fue variado, a la mitad de los 
participantes se le entrevistó usando primero la EDG 
y a la otra mitad usando primero el BDI, esto con el 
fin de minimizar los efectos del error progresivo. 
Luego de administrar las pruebas a la muestra, se 
procedió a realizar los análisis estadísticos, utilizando 
el programa de computadora SPSS. 

Resultados 

A continuación se discuten los resultados de los 
análisis estadísticos para establecer las características 
psicométricas de confiabilidad y validez para la EDG 
en una muestra de envejecidos en Puerto Rico. En el 
análisis de confiabilidad se encontró un coeficiente de 
consistencia interna alfa de Cronbach de .83. Se realizó 
otro análisis de consistencia interna utilizando el 
método de división por mitades, obteniéndose un 
coeficiente de .82. 

Para conocer la validez de constructo se procedió 
a correlacionar la puntuación en la GDS con la 
puntuación en el Inventario de Depresión de Beck. 
En dicho análisis se encontró una correlación de .72 

(p=.000). 

Se realizó un análisis de reactivos para identificar 
la calidad de los reactivos, utilizando el índice de 
discriminación (r bjs ). Los mismos fluctuaron entre .12 
y .58, siendo el índice de discriminación promedio .37. 
En la Tabla 1 se presentan los reactivos con su res¬ 
pectivo índice de discriminación. 

Se realizó un análisis de factores con el propósito 
de abundar sobre la validez de construcción lógica de 
la escala. De estos análisis se obtuvieron 5 factores con 
valores Eigen mayores de 1. Estos factores lograron 
explicar un 43.81% de la variabilidad total del instru¬ 
mento. En la Tabla 2 se presentan los factores con sus 
respectivos valores Eigen y la variabilidad explicada 



Tabla 1 

Indices de discriminación 

Reactivos EDG 

Indice de discriminación 

KJ 

1 

.43 

2 

.51 

3 

.54 

4 

.19 

5 

.39 

6 

.45 

7 

.28 

8 

.44 

9 

.35 

10 

.33 

11 

.39 

12 

.14 

13 

.32 

14 

.20 

15 

.41 

16 

.58 

17 

.47 

18 

.38 

19 

.12 

20 

.36 

21 

.35 

22 

.49 

23 

.46 

24 

.35 

25 

.42 

26 

.45 

27 

.28 

28 

.36 

29 

.22 

30 

.34 


Tabla 2 

Variación explicada por los factores en la EDG 


Factor 

Valor Eigen 

% variabilidad 

% acumulado 

1 

3.515 

11.717 

11.717 

2 

2.677 

8.922 

20.639 

3 

2.446 

8.154 

28.793 

4 

2.259 

7.529 

36.322 

5 

2.247 

7.490 

43.812 


por cada uno, mientras en la Tabla 3 se presenta la 
estructura factorial del instrumento, incluyendo la 
carga de cada reactivo. 
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Tabla 3 

Estructura factorial de la Escala de Depresión Geriátrica 

Factores con sus respectivos reactivos 

Carga 

Factor 1 Preocupación por el pasado 


y futuro y ánimo triste 


23 

Cree que los demás tienen más suerte. 

.578 

13 

Se preocupa frecuentemente por el futuro. 

.575 

11 

Se siente a menudo intranquilo 

.570 

8 

Tiene miedo de que algo le vaya a pasar. 

.548 

3 

Siente que su vida está vacía. 

.536 

16 

Se siente a menudo triste y desanimado. 

.516 

2 

Ha abandonado muchos intereses y actividades. 

.492 

10 

Se siente incapacitado de realizar actividades. 

.468 

4 

Se siente aburrido frecuentemente. 

.467 

1 

Esta básicamente satisfecho con su vida. 

.414 

6 

Teñe pensamientos que le molestan. 

.410 

25 

Siente frecuentemente deseos de llorar. 

.390 

18 

Se preocupa mucho por el pasado 

.333 

Factor 2 Falta de energía y aislamiento social 


21 

Se siente lleno de energía. 

.672 

20 

Es difícil empezar proyectos nuevos. 

.601 

12 

Prefiere quedarse en casa en vez de salir. 

.519 

28 

Evita relacionarse con otro grupo de personas. 

.494 

19 

Cree usted que la vida es excitante. 

.491 

Factor 3 Percepción de habilidad cognitiva 


30 

Está su mente tan clara como antes. 

.680 

14 

Cree que tiene más problemas con la 



memoria que las demás personas. 

.655 

26 

Es difícil para usted concentrarse. 

.576 

27 

Disfruta el levantarse por las mañanas. 

.371 

Factor 4 Visión optimista 


9 

Se siente feliz la mayor parte del tiempo. 

.730 

5 

Tiene usted esperanza en el futuro. 

.629 

29 

Le resulta fácil tomar decisiones. 

.354 

Factor 5 Afecto inestable 


7 

La mayoría del tiempo está de buen humor. 

.723 

17 

Se siente inútil, o que no vale nada. 

.562 

22 

Se siente usted sin esperanza. 

.489 

15 

Cree que es maravilloso estar vivo. 

.485 

24 

Se molesta usted por cosas pequeñas. 

.380 


Se realizó además un análisis descriptivo de las 
puntuaciones obtenidas por los participantes en las 
escalas utilizadas. Se encontró que la puntuación 
mínima de la EDG fue 0 y la máxima fue de 20. La 
puntuación promedio fue de 5.83 con una desviación 
estándar de 4.58. Mientras en el Inventario de 
Depresión de Beck, el valor mínimo fue 0 y el máximo 
42, con una puntuación promedio de 12.70 y una 
desviación estándar de 8.65. 


A continuación se discuten las distribuciones por¬ 
centuales de los participantes por niveles depresivos, 
en las dos escalas utilizadas en el estudio. En la EDG 
se observó que un 84% no presentaba síntomas de 
depresión (no depresión), mientras un 14% presen¬ 
taron características de depresión leve y un 1.4% 
depresión severa. En el BDI se observó que un 37% 
presentaron puntuaciones que se clasifican como no 
depresión, un 38% en la categoría de depresión leve, 
un 8.2% depresión leve a moderada, un 12.3% de 
moderada a severa y un 4.1% depresión severa. 

Discusión 

Los resultados relacionados a las características 
psicométricas de la EDG, adaptada a la población 
envejecida de Puerto Rico pueden ser considerados 
como satisfactorios. Al medir la consistencia interna 
de la prueba utilizando el coeficiente de correlación 
alfa de Cronbach (.83) y el método de división por 
mitades (.82) sugieren un alto grado de consistencia 
interna para la versión en español de la EDG, utilizan¬ 
do los criterios establecidos por Kline(1998) (21). Estos 
resultados son similares a los encontrados en el estu¬ 
dio piloto realizado en Puerto Rico, con un coeficiente 
alfa de .86 y un coeficiente de división por mitades de 
.86 (18). Además comparan de forma satisfactoria con 
estudios realizados en países como los Estados Unidos 
y España (11,16,22). 

Con relación a la validez de constructo donde se 
correlacionó la puntuación en la GDS con la respectiva 
puntuación en el Inventario de Depresión de Beck, en 
estas correlaciones se encontró un índice de correla¬ 
ción media alta (.72) utilizando los criterios estable¬ 
cidos por Champion en 1991, el cual considera una 
correlación moderada alta de .51 a .75. Estos resultados 
sugieren que la EDG aparenta ser una medida efectiva 
para cernir síntomas depresivos en la población 
envejecida de Puerto Rico. 

Para evaluar la capacidad discriminatoria de los 
reactivos se examinaron los índices de discriminación 
de cada uno de los reactivos, utilizando el criterio para 
el índice biserial de Ebel (.30 a .75) (1975). Se observó 
que 23 de los reactivos presentaban índices de discri¬ 
minación adecuados; mientras que los reactivos 7 y 
26 obtuvieron unos índices que se consideran mar¬ 
ginales. Los reactivos 4, 12, 14, 19 y 29 tienen unos 
índices de discriminación considerados bajos, por 
tanto se considera que dichos reactivos no discriminan 
adecuadamente. 

Finalmente se realizó un análisis de factores para 
conocer la validez de construcción lógica de la Escala 
de Depresión Geriátrica con el propósito de identificar 
el factor o los factores comunes que contribuyen a la 
varianza total de los resultados. Este análisis de 
factores se realizó siguiendo las recomendaciones de 
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Floyd Y Widaman, (1995) (24), los cuales indican que, 
a pesar de que los métodos de análisis de factores son 
más claros y fáciles de repetir si la información se com¬ 
porta con una normalidad muí ti variada, el supuesto 
de que los datos deben de distribuirse normalmente 
puede ser muy estricto y riguroso. A pesar de los pro¬ 
blemas estadísticos y conceptuales en el análisis de 
factores para información dicotómica y siguiendo las 
recomendaciones de autores como Parmelle, (1989) 
(25) y Floyd y Widaman (1994) (23), se procedió a reali¬ 
zar el siguiente análisis de factores. Estos resultados 
deben ser analizados con cautela debido al uso de 
variables categóricas. 

En este análisis se logró explicar un 43.5% de la 
variación en depresión según medida por la Escala 
de Depresión Geriátrica. Se identificaron cinco facto¬ 
res. El factor 1 está relacionado con preocupación por 
el pasado y futuro, y ánimo triste; el factor 2, con falta 
de energía y aislamiento social. El factor 3 se relaciona 
con percepción de habilidad cognoscitiva. En el factor 

4 se observa visión optimista. Mientras que en el factor 

5 se encontró mayor dificultad para establecer una 
interpretación clínica de los reactivos, relacionándose 
con afecto inestable. 

Tomando en consideración los problemas metodo¬ 
lógicos con el uso de análisis de factores para variables 
dicotómicas y para propósitos de validar la prueba, 
se le debe dar más peso a los resultados del coeficiente 
de correlación. Dicho coeficiente indica que las prue¬ 
bas (EDG y BDI) correlacionan alto al medir el cons- 
tructo de depresión. De igual forma, los resultados 
del análisis de reactivos demuestran que, en términos 
generales, los reactivos de la EDG discriminan adecua¬ 
damente. Según lo presentado por Brink, (1992) (26) 
y Parmelle (1989) (25), donde describen la EDG como 
una escala unifactorial, se recomienda que se utilice 
el análisis de factores como una descripción de las 
posibles manifestaciones clínicas. 

En relación a las distribuciones perceptuales de los 
participantes por niveles depresivos, al observar las 
puntuaciones en ambas escalas se encontró una pun¬ 
tuación promedio de 5.66, en la EDG, lo cual se clasi¬ 
fica como normal o que no presenta síntomas depre¬ 
sivos. Mientras que en el Inventario de Depresión de 
Beck se observó una puntuación promedio de 12.47 
clasificándose dicho resultado como depresión leve. 

Estas diferencias entre los promedios pueden 
deberse al hecho de que la EDG no incluye reactivos 
relacionados a medir quejas somáticas. La justificación 
de los autores para no incluir reactivos dirigidos a pro¬ 
blemas físicos en la escala es que no necesariamente 
estos reactivos proveen un índice real de depresión 
para esta población. Los envejecidos, por lo general, 
tienden a informar quejas somáticas las cuales pue¬ 
den ser producto del proceso de envejecimiento (16). 


Un ejemplo de quejas somáticas relacionadas con el 
proceso de envejecimiento son: la fatiga, el insomnio 
y el estreñimiento. Estas quejas pueden ser encon¬ 
tradas en poblaciones envejecidas no deprimidas (17). 
Esto se observó en el presente estudio a través de 
información cualitativa ofrecida por los participantes. 
Ejemplo de éstas son: "Ya no necesito dormir tanto 
como antes." "No tengo tanta energía como antes, pero 
hago lo que puedo." 

Entre las limitaciones de este estudio está el que la 
muestra utilizada para el estudio era una sesgada, ya 
que sólo participaron en la investigación residentes 
en égidas del área metropolitana. El hecho de que los 
participantes fueran residentes en égidas, podría 
reflejar características exclusivas de esta población. Por 
tanto, se recomienda que se realicen otras investiga¬ 
ciones a través de toda la isla, con envejecidos en la 
comunidad en general, en hogares de cuido y en hos¬ 
pitales con el propósito de generalizar los resultados. 
Otra de las limitaciones del estudio es que los par¬ 
ticipantes no tenían un diagnóstico de depresión. Se 
recomienda se realicen estudios utilizando pacientes 
envejecidos con diagnósticos de depresión, y así deter¬ 
minar la validez discriminante del instrumento y los 
índices de sensitividad y sensibilidad de la EDG. 

En futuras investigaciones sería recomendable 
realizar entrevistas a personas significativas, las cuales 
pudieran hacer observaciones sobre la conducta del 
envejecido y correlacionar esta información con es¬ 
calas como la EDG. 

Se debe continuar estudiando el área de depresión 
en la población envejecida de Puerto Rico incluyendo 
estudios comparando poblaciones deprimidas, tanto 
geriátricas como adultos jóvenes para conocer si pre¬ 
sentan un patrón diferente en la expresión de la sin- 
tomatología. 

Otra de las áreas mencionadas con mayor frecuen¬ 
cia por los envejecidos en la muestra fue la soledad, 
indicando que esto afecta en gran medida su estado 
de ánimo. Sería interesante realizar estudios para 
conocer las necesidades de esta población y cómo 
pueden atenderse, ya sea ofreciendo información 
sobre las diferentes facilidades y oportunidades exis¬ 
tentes o trabajando con la modificación de actitudes 
hacia la vejez, tanto de la sociedad en general como 
en los propios envejecidos. 

En Puerto Rico se ha utilizado indiscriminadamente 
la Escala de Depresión Geriátrica sin tener estudios 
sobre las propiedades psicométricas para esta po¬ 
blación. Con este estudio se aporta conocimiento sobre 
las propiedades psicométricas de la Escala de De¬ 
presión Geriátrica en Puerto Rico. De acuerdo a los 
resultados encontrados sobre las características 
psicométricas de la Escala de Depresión Geriátrica, 
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en la población de envejecidos puertorriqueños la 
misma parece ser una medida válida y confiable. Esta 
escala es un cernimiento rápido y clínicamente perti¬ 
nente, el cual puede ser administrado por personal 
no especializado en el área de salud mental. El poder 
identificar envejecidos con alto riesgo de desarrollar 
síntomas depresivos a través de un instrumento de 
rápida administración puede resultar muy útil para 
propósitos de prevención o de referidos a tratamientos 
de salud mental. Con este estudio se espera ofrecer 
alternativas para el cernimiento de condiciones de 
salud mental, a través de un instrumento debidamente 
validado. 
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Resumen: Esta investigación tuvo el propósito de 
desarrollar una prueba para medir las actitudes y cono¬ 
cimientos acerca de la vejez con una muestra de 151 
estudiantes de bachillerato en enfermería. Se escogieron 
los estudiantes de primero y cuarto año que estuvieran 
matriculados en una universidad del área oeste en el pro¬ 
grama de Bachillerato de Enfermería. El instrumento 
utilizado fue la prueba PCAV (Prueba de Actitudes y 
Conocimientos sobre la Vejez), la cual se compone de dos 
áreas: Actitudes y Conocimientos. Se realizaron análisis 
psicométricos en ambas áreas. Además, se realizó un análisis 
de factores exploratorio con el área de Actitudes. Los 
resultados demostraron que la prueba PCAV mide cuatro 
factores en el área de Actitudes: interacción social, preocu¬ 
pación emocional, creencias personales, y discriminación 
social. Los factores obtuvieron índices de confiabilidad altos 
(.70 a.73). 


Introduction: 

E n siglos anteriores existían actitudes negativas 
hacia la vejez, por ejemplo, en la civilización roma¬ 
na, la vejez era vista como una enfermedad. Muchas 
de estas actitudes negativas se han mantenido en el 
siglo XX, y no dudamos que puedan seguir hasta el 
próximo siglo, a pesar de todos los cambios positivos 
que han traído para la sociedad la modernización e 
industrialización. Usualmente, a quienes han favore¬ 
cido estos cambios ha sido a los adultos jóvenes y, por 
consiguiente, los envejecidos han sido considerados 
como un grupo no privilegiado en nuestras últimas 
décadas. A pesar de todos los problemas que ha 
afrontado la población de envejecidos, es el grupo que 
más ha crecido en los Estados Unidos. En Puerto Rico 
la situación es similar, como se observará más ade¬ 
lante. Además, los envejecidos son el grupo de edad 
(65 años en adelante) que más acude a agencias pú¬ 
blicas y privadas para recibir algún tipo de servicio 
(1,2). Uno de los servicios que nuestros ancianos más 
utilizan son los servicios médicos (3, 4, 5). 


En este trabajo se realizó una revisión de investi¬ 
gaciones recientes que demuestran un déficit de cono¬ 
cimiento por parte de los profesionales de la salud, 
especialmente las enfermeras, hacia la etapa de la 
vejez, que en este trabajo será definida como aquella 
etapa de edad de los 65 años en adelante. Es de suma 
importancia realizar investigaciones sobre la pobla¬ 
ción de envejecidos porque se está observando un 
cambio demográfico severo tanto en los Estados 
Unidos como en Puerto Rico (6,1, 7,8,9,10,11,12,13). 
La población de envejecidos se considera como el 
grupo de edad que más rápidamente ha crecido en 
los Estados Unidos. Se proyecta que para el año 2000 
el número de ancianos va a aumentar a 35 millones y 
a casi 70 millones para el año 2030 (6). En 1990 de los 
31.2 millones de personas de 65 años de edad o más 
en los Estados Unidos, el 32 por ciento estaba com¬ 
puesto de personas entre las edades de 75 a 84 años; y 
otro 10 por ciento de 85 años en adelante (1). 

En Puerto Rico, al igual que en los Estados Unidos, 
se observa un aumento en la población de ancianos. 
De una población censal de aproximadamente 3.5 
millones, el 10 por ciento lo compone el grupo de 65 
años en adelante. Se estima que para el año 2020 
aumente a 20.8 el porcentaje de la población de 65 años 
en adelante. Las razones de este aumento en la pobla¬ 
ción anciana son varias. Por ejemplo, avances en 
conocimiento médicos que mejoran la supervivencia, 
mejoramiento práctico de saneamiento, eliminación 
de serias enfermedades infecciosas, reducción en la 
mortalidad infantil, reducción en las tasas de naci¬ 
mientos, menos mujeres muriendo durante el parto y 
aumento en la importancia que se da a los ejercicios y 
la nutrición. En Puerto Rico, además de los factores 
mencionados anteriormente, también el factor de 
migración contribuye en algún grado al aumento de 
la población anciana (11). La emigración ha venido a 
ser un factor que ha acelerado la concentración de la 
población envejecida al haber una concentración 
relativamente alta de emigrantes que optan por 
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finalizar sus días en nuestro país. De igual forma, los 
hijos de estos migrantes tendrán un efecto demográ¬ 
fico, ya que éstos, aun cuando inicialmente aumen¬ 
tarán la base de la pirámide poblacional, de quedarse 
en el país envejecerán, aumentando la población de 
ancianos (14,15). Sin lugar a dudas, debemos comen¬ 
zar a estudiar nuestra población de ancianos y nuestro 
conocimiento y actitudes hacia ellos. 

Existen diferentes medidas para evaluar las acti¬ 
tudes y los conocimientos sobre los ancianos (6, 15, 
16, 17, 18). Los instrumentos más utilizados en las 
investigaciones gerontológicas son el FAQ ("Facts on 
Aging Quiz"), OPS ("The Oíd People Scale") y 
"Oberleder Attitude Toward Aging Scale". Aunque 
existen diferentes pruebas y escalas que miden acti¬ 
tudes y conocimientos hacia la vejez, en Puerto Rico 
se carece de un instrumento válido y confiable para 
este fin. Por tal razón, uno de los propósitos primor¬ 
diales de este trabajo fue desarrollar una prueba que 
mida las actitudes hacia nuestros ancianos y los co¬ 
nocimientos básicos que se tienen sobre esta subpo¬ 
blación puertorriqueña. Además, en este estudio se 
investigó si existe una falta de conocimiento añadida 
a actitudes negativas y conceptos erróneos acerca de 
la vejez por parte de un grupo de estudiantes de en¬ 
fermería en el área oeste de Puerto Rico. 

Método 

Participantes 

Los participantes en este estudio fueron 151 estu¬ 
diantes de enfermería del área oeste. El 60% de la 
muestra estuvo compuesta por los estudiantes de 
primer año (91 estudiantes) y el 40% (60 estudiantes) 
por el grupo de cuarto año. De la muestra total hubo 
84% mujeres y 13% hombres. En términos más espe¬ 
cíficos, el grupo de primer año estuvo compuesto por 
87% mujeres y 13% hombres; el grupo de cuarto año, 
a su vez, estuvo compuesto por 80% mujeres y 20% 
hombres. El promedio de edad de la muestra fue de 
22 años, fluctuando ésta desde 17 años hasta 46 años. 
El promedio de créditos aprobados por los estudiantes 
de primer año fue de 37 créditos. Los estudiantes de 
cuarto año tenían un promedio de 124 créditos apro¬ 
bados. Se decidió utilizar el campo de la enfermería 
porque el estudio de Miranda (5) demostró que, en 
relación con el uso de servicios médicos, el 95% de los 
envejecidos puertorriqueños indicó ser atendidos por 
un enfermera / o. 

Materiales 

El instrumento de investigación fue la Prueba de 
Conocimiento y Actitudes sobre la Vejez (PCAV), que 
fue desarrollada por la autora de este trabajo. 

Propósito de la prueba 

La prueba PCAV fue desarrollada para medir 
primeramente el conocimiento que tienen los 


estudiantes de enfermería sobre la etapa de la vejez. 
Segundo, mide el gradiente de "ageism" (estereotipos 
negativos hacia la vejez) a través de respuestas 
incorrectas que son dadas por el que contesta la prueba 
y, por lo tanto, ofrece en esta línea información sobre 
las actitudes que posee la persona sobre la vejez. 

Descripción de la prueba 

La prueba PCAV consta de un total de 70 reactivos. 
La prueba fue dividida en dos categorías: 40 reactivos 
en Conocimiento y 30 reactivos en Actitudes. La 
categoría de "conocimiento" tuvo un formato 
tricótomo, ya que además de cierto o falso se presentó 
la opción de "no sé" con el propósito de evitar que el 
participante trate de adivinar la respuesta correcta. 
Estos reactivos evalúan conocimiento gerontológico 
en las siguientes áreas: salud, aspectos sociales, 
económicos y psicológicos. En la categoría de 
"actitudes" el formato fue tipo Likert del 1 a 5 para 
los 30 reactivos, los cuales miden aspectos psicológicos 
y sociales. 

Procedimiento 

Procedimiento para desarrollar la prueba 

Se desarrolló un total de 212 reactivos, lo cual se 
sometió a un panel de jueces, utilizando el método 
cuantitativo de Lawshe (1978). El criterio de selección 
de los reactivos fue de un 75% o más de acuerdo entre 
los jueces; esto es conocido como el CVR ("contení 
validity response"). También se computó el CVI 
("conten! validity Índex"), lo cual se refiere al pro¬ 
medio de los valores CVR de los reactivos seleccio¬ 
nados. El propósito de este procedimiento fue poder 
escoger, entre los 212 reactivos, los 40 reactivos en la 
parte de Conocimiento y 30 reactivos en la parte de 
Actitudes más adecuados. 

Diseño de Investigación 

El diseño de este estudio fue uno cuasi-experi- 
mental por las razones que se expondrán a conti¬ 
nuación. Primero, la muestra no fue seleccionada 
aleatoriamente, sino por disponibilidad. Segundo, no 
se pudo controlar todas las variables que se presen¬ 
taron en el momento de administrar el instrumento. 
Tercero, se administró el instrumento en un escenario 
natural, en este caso el salón de clases de los estu¬ 
diantes de enfermería. 

Análisis estadísticos 

Se utilizó el Análisis de Factores exploratorio para 
la prueba en el área de Actitudes. El propósito fue 
evaluar la validez de constructo de la misma o cuán 
adecuado es el reactivo para medir lo que se pretende. 
Como parte de este procedimiento, se llevó a cabo un 
análisis de componentes principales con rotación 
"varimax". Este método de rotación se utiliza cuando 
los factores no correlacionan entre sí. Se calculó el 
análisis de coeficiente alfa para obtener la confia- 


46 




bilidad de consistencia interna entre los reactivos, 
tanto del área de Conocimiento como del área de 
Actitudes. Además, se hizo un análisis de discrimina¬ 
ción para obtener las características de los reactivos 
que componen el área de Conocimiento. 

Resultados 

En el área de Conocimiento la validez de contenido 
mediante el método de Lawshe fue de .93. El método 
de coeficiente alfa, el cual determina la consistencia 
interna de una prueba a través de los reactivos de la 
misma reflejó una confiabilidad de .81. Esto indica que 
los reactivos pertenecientes a la categoría de 
Conocimientos se relacionan entre sí y, por ende, se 
relacionan con el concepto general de conocimiento 
sobre los procesos de envejecimiento. 

En la categoría de Actitudes se obtuvo una validez 
de contenido de .88. Los resultados del análisis de 
factores reflejaron la existencia de cuatro factores 
principales. El primer factor —denominado Interac¬ 
ción Social— obtuvo un valor eigen de 4.6, explicando 
un 15.3% de variabilidad. El segundo factor — 
Preocupación Emocional— obtuvo un valor eigen de 
2.5, explicando el 8.5% de variabilidad. El tercer factor 
—Creencias Personales— obtuvo un valor eigen de 
2.0, explicando un 6.7% de variación. Por último, el 
cuarto factor —Discriminación Social— obtuvo un 
valor eigen de 1.8, explicando un 6.1% de la variación. 
Un 36.7% de la variación total se atribuye a los cuatro 
factores. 

Un total de ocho (8) reactivos obtuvieron una carga 
inicial igual o mayor a .30 en el factor 1; cinco (5) 
reactivos obtuvieron una carga inicial igual o mayor 
a .30 en el factor 2. En el factor 3 ocho (8) reactivos 
obtuvieron una carga inicial igual o mayor de .30; y 
tres (3) reactivos obtuvieron un factor de carga inicial 
igual o mayor a .30 en el factor 4. 

Los 24 reactivos seleccionados a través del análisis 
de factores fueron analizados para establecer los 
niveles de confiabilidad (ver Tabla 1). De los cuatro 
factores que componen la categoría de Actitudes de 
la prueba PCAV, la Discriminación Social reflejó la 
mayor consistencia interna (.73); mientras que la sub¬ 
escala de Creencias Personales reflejó la menor 
consistencia interna (.56). El alfa total de la prueba 
PCAV en el área de Actitudes fue de .57. 

Discusión 

Los resultados encontrados en la categoría de cono¬ 
cimientos reflejaron, en los análisis de confiabilidad, 
índices altos y positivos (alfa de .81). Este resultado 
sobrepasó, por ejemplo, la prueba FAQ (.28) desarro¬ 
llada por Palmore (15) y el FAQ-selección múltiple 
(.36) modificado por Harris y Changas (16). Es im¬ 
portante mencionar que los anteriores instrumentos. 


Tabla 1 

Coeficientes de consistencia interna de cada factor en la 
categoría de Actitudes de la prueba PCAV 

Factor 

Coeficiente alfa 
de Cronbach 

Interacción Social 

0.70 

Preocupación Emocional 

0.70 

Creencias Personales 

0.56 

Discriminación Social 

0.73 

Total PCAV Actitudes 

0.57 


a pesar de tener coeficientes alfa bajos, son de las 
pruebas más utilizadas para evaluar niveles de 
conocimiento sobre la vejez. Por lo tanto, el PCAV, en 
el área de conocimiento, refleja ser más confiable al 
compararlo con otras pruebas existentes que miden 
conocimiento general sobre la vejez. Los resultados 
sugieren que el PCAV, área de conocimientos, es un 
instrumento que consta de un conjunto de reactivos 
homogéneos y de buena calidad. Esto demuestra que 
la medición en el área de conocimientos es confiable, 
por tener una excelente consistencia interna. 

En la categoría de Actitudes la validez de constructo 
fue examinada mediante un Análisis de Factores. El 
propósito del análisis de factores es reducir y organizar 
un grupo de reactivos en factores. Un factor es un 
grupo de reactivos que tienden a relacionarse entre 
sí. Los resultados, en la categoría de actitudes, 
arrojaron cuatro factores: Interacción Social (8 ítemes). 
Preocupación Emocional (5 ítemes). Creencias 
Personales (8 ítemes) y Discriminación Social (3 
ítemes). El Factor 1 fue denominado Interacción Social 
porque aparentemente mide los contactos que la 
muestra tiene con la población envejecida, y también 
su percepción hacia su propia vejez. Las personas que 
obtienen puntuaciones altas en esta área demuestran 
una interacción positiva con viejos/as, tanto con 
familiares como los de la comunidad. También 
perciben la vejez como una etapa de cambios positivos 
en el área social y psicológica. 

El Factor 2 fue denominado Preocupación Emo¬ 
cional porque los reactivos evalúan asuntos más 
internos y personales en términos de la vejez. Todos 
los reactivos arrojaron aspectos psicológicos que los 
individuos pueden confrontar durante la etapa de la 
vejez. Una puntuación alta en esta área puede reflejar 
una actitud negativa hacia su propia vejez y un nivel 
de preocupación y ansiedad elevada hacia dicha etapa. 

El Factor 3 fue denominado Creencias Personales 
porque la mayoría de los reactivos reflejan mitos que 
existen en la sociedad sobre los envejecidos. Por 
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ejemplo, "los ancianos se involucran más en la 
religión"; "el empleado de edad avanzada se ausenta 
más en el trabajo, al compararlo con el trabajador más 
joven". Puntuaciones altas en esta área pueden reflejar 
la existencia de creencias falsas sobre la edad avan¬ 
zada. 

El Factor 4 fue denominado Discriminación Social. 
Los reactivos que se agrupan en este área demuestran 
las actitudes, mayormente negativas, que prevalecen 
en la sociedad respecto a la vejez. Esta área toma en 
consideración la percepción que puede tener la per¬ 
sona acerca de cómo se trata socialmente al viejo/a, 
tanto en el ámbito laboral como en la comunidad. Una 
puntuación alta refleja que la persona es consciente 
de la discriminación que existe hacia los viejos/as. 

La categoría de actitudes también demostró ser 
confiable por tener una buena consistencia interna, 
fluctuando entre .70 a .73; con la excepción del factor 
3 (.56), lo cual sugiere menos homogeneidad entre esos 
reactivos. El alfa total de la prueba PCAV en el área 
de Actitudes, fue de .57; este resultado no es un índice 
alto según los estándares establecidos. Sin embargo, 
Kazdin (19), menciona que el propósito de las medidas 
de consistencia interna es evaluar el grado en que los 
reactivos de una prueba miden el mismo dominio de 
una escala en específico. Por consiguiente, una prueba 
que es diseñada para medir diferente escalas puede 
obtener estimados bajos de confiabilidad y, por lo 
tanto, la prueba no tendrá consistencia interna alta. 
La prueba PCAV, área de Actitudes, consta de cuatro 
factores independientes el uno del otro y por tal razón 
reflejó un coeficiente alfa total moderado. En general, 
el PCAV se puede considerar una prueba útil para 
examinar los conocimientos y actitudes prevalecientes 
hacia la población envejecida puertorriqueña en los 
estudiantes de primero y cuarto año de enfermería. 

Limitaciones 

Las investigaciones relacionadas con la conducta hu¬ 
mana intentan controlar todas las situaciones o circuns¬ 
tancias que pueden tener algún efecto en los hallazgos. 
La realidad es que lo anterior es de carácter utópico, 
pues existen múltiples limitaciones durante el trans¬ 
curso de una investigación que pueden influir en la 
obtención de resultados fidedignos. El estudio presente 
no es una excepción, aunque se debe visualizar las 
limitaciones como un intento de llevar a cabo futuras 
investigaciones con el fin de mejorar la presente. 

Una limitación en esta investigación fue el hecho 
de que sólo se pudo obtener la muestra por disponi¬ 
bilidad. Por consiguiente, los resultados con respecto 
a la validez y confiabilidad de la prueba PCAV y las 
actitudes y conocimientos sobre la vejez están limi¬ 
tadas a la muestra de estudio. Sugerimos, pues, que 
se administre la PCAV a otras muestras para continuar 
explorando su validez y confiabilidad. 


Una segunda limitación fue que no se pudo llevar 
a cabo un estudio de confiabilidad en términos longi¬ 
tudinales, mediante una segunda administración. Sólo 
se obtuvo la confiabilidad del instrumento mediante 
la utilización del Coeficiente Alfa de Cronbach, el cual 
estima la confiabilidad a través de sus elementos 
constituyentes. 

Conclusiones 

Una de las aportaciones que se espera hacer con el 
presente estudio es la utilización de la prueba PCAV 
para evaluar los conocimientos y actitudes hacia la 
vejez. El proceso de confiabilidad y validación del 
PCAV sugiere que la misma aparenta ser válida y 
confiable para medir los conocimientos y las actitudes 
hacia la vejez. Se observó a través de los resultados 
que los estudiantes que formaron parte de la muestra 
no están fuera de la realidad cuando señalaron que la 
actitud que tiene la sociedad hacia la vejez es negativa. 
Además, que la sociedad puede influir en la actitud 
que puede tener un anciano hacia su propia vejez. Esta 
aseveración concuerda con Festinger (20) al sugerir 
que las actitudes se forman de acuerdo con un 
principio de armonía. Por lo tanto, un cambio en 
actitud no puede realizarse a menos que el ambiente 
o sociedad apoye el cambio conductual que acompaña 
el cambio en actitud. 

La literatura ha señalado a la población envejecida 
puertorriqueña como la más creciente y, a la misma 
vez, el grupo que más se mal-interpreta (18,6,5,10,11). 
Por tal razón, se necesita realizar investigaciones sobre 
esta población e implantar programas educativos en 
los diferentes currículos universitarios para educar a 
los futuros profesionales de la salud acerca de la vejez. 
De esta forma se podrá ofrecer un servicio adecuado 
que tanto nuestros viejos/as necesitan y merecen. 
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For the treatment of seasonal allergic rhinitis... 


Proven 

Power 

The Strength of 

24-Hour Relief 

- One 10 mg tablet daily for effective 
symptom relief 

Also Proven in Chronic 

Idiopathic Urticaria 

- 24-hour efficacy in treating troublesome 
CIU symptoms 

In controlled clinical triáis in seasonal 
allergic rhinitis patients using the 
recommended dose, the incidence of 
headache (12%), somnolence (8%), fatigue 
(4%), and dry mouth (3%) with CLARITIN® 
was similar to that of placebo (11 %, 6%, 
3%, and 2%, respectively). 







CLARITir 

brand of loratadine 
TABLETS, SYRUP, and 
RAPIDLY-DISINTEGRATING TABLETS 


Brief Summary (For Full Prescribing Information, see package inserí). 

INDICAHONS AND USAGE: CLARITIN is indicafed for the relief of nasal and non-nasal symp- 
toms of seasonal allergic rhinitis and for the treatment of chronic idiopathic urticaria in patients 
6 years of age or older. 

CONTRAINDICATIONS: CLARITIN is contraindicated in patients who are hypersensitive to this 
medication or to any of its ingredients. 

PRECAUTIONS: General: Patients with liver impairment or renal insufficiency (GFR 
< 30 mL/min) should be given a lower initial dose (10 mg every other day). (See CLINICAL 
PHARMAC0L0GY: Special Populatlons) 

Drug Interactions: Loratadine (10 mg once daily) has been coadministered with therapeutic 
doses of erythromycin, cimetidine, and ketoconazole in controlled clinical pharmacology studies 
in adult volunteers. Although increased plasma concentrations (AUC 0-24 hrs) of loratadine 
and/or descarboethoxyloratadine were observed following coadministration of loratadine with 
each of these drugs in normal volunteers (n = 24 in each study), there were no clinically relevant 
changes in the safety profile of loratadine, as assessed by electrocardiographic parameters, clini¬ 
cal laboratory tests, vital signs, and adverse events. There were no significant effects on QT C 
intervals, and no reports of sedation or syncope. No effects on plasma concentrations of cimeti¬ 
dine or ketoconazole were observed. Plasma concentrations (AUC 0-24 hrs) of erythromycin 
decreased 15% with coadministration of loratadine relative to that observed with erythromycin 
alone. The clinical relevance of this difference is unknown. These above findings are summarized 
in the following table: 

Effects on Plasma Concentrations ÍAUC 0-24 hrs) of Loratadine and Descarboethoxyloratadine 

After 10 Davs of Coadministration (Loratadine 10 mal in Normal Volunteers 

Loratadine Descarboethoxyloratadine 

Erythromycin (500 mg Q8h) + 40% +46% 

Cimetidine (300 mg QID) +103% + 6% 

Ketoconazole (200 mg Q12h) +307% +73% 

There does not appear to be an increase in adverse events in subjects who received oral con- 
traceptives and loratadine. 

Carcinogenesis, Mutagenesis, and Impairment of Fertility: In an 18-month carcinogenicity 
study in mice and a 2-year study in rats, loratadine was administered in the diet at doses up to 
40 mgAg (mice) and 25 mg/kg (rats). In the carcinogenicity studies, pharmacokinetic assess- 
ments were carried out to determine animal exposure to the drug. AUC data demonstrated that 
the exposure of mice given 40 mg/kg of loratadine was 3.6 (loratadine) and 18 (descarboethoxy¬ 
loratadine) times higher than in humans given the máximum recommended daily oral dose. 
Exposure of rats given 25 mg/kg of loratadine was 28 (loratadine) and 67 (descarboethoxy¬ 
loratadine) times higher than in humans given the máximum recommended daily oral dose. 
Male mice given 40 mg/kg had a significantly higher incidence of hepatocellular tumors (com- 
bined adenomas and carcinomas) than concurrent Controls. In rats, a significantly higher inci¬ 
dence of hepatocellular tumors (combined adenomas and carcinomas) was observed in males 
given 10 mgAg and males and females given 25 mgAg. The clinical significance of these find¬ 
ings during long-term use of CLARITIN is not known. 

In mutagenicity studies, there was no evidence of mutagenic potential in reverse (Ames) or 
forward point mutation (CHO-HGPRT) assays, or in the assay for DNA damage (rat primary 
hepatocyte unscheduled DNA assay) or in two assays for chromosomal aberrations (human 
peripheral blood lymphocyte clastogenesis assay and the mouse bone marrow erythrocyte 
micronucleus assay). In the mouse lymphoma assay, a positive finding occurred in the non- 
activated but not the activated phase of the study. 

Decreased fertility in male rats, shown by lower female conception rates, occurred at an oral 
dose of 64 mgAg (approximately 50 times the máximum recommended human daily oral dose 
on a mg/m 2 basis) and was reversible with cessation of dosing. Loratadine had no effect on 
male or female fertility or reproduction in the rat at an oral dose of approximately 24 mgAg 
(approximately 20 times the máximum recommended human daily oral dose on a mg/m 2 basis). 

Pregnancy Categoiy B: There was no evidence of animal teratogenicity in studies performed 
in rats and rabbits at oral doses up to 96 mgAg (approximately 75 times and 150 times, respec- 
tively, the máximum recommended human daily oral dose on a mg/m 2 basis). There are, how- 
ever, no adequate and well-controlled studies in pregnant women. Because animal reproduction 
studies are not always predictive of human response, CLARITIN should be used during preg¬ 
nancy only if clearfy needed. 

Nursing Mothers: Loratadine and its metabolite, descarboethoxyloratadine, pass easily into 
breast milk and achieve concentrations that are equivalent to plasma levels with an AUCmnn/ 
AUCpüsma ratio of 1.17 and 0.85 for loratadine and descarboethoxyloratadine, respectively. 
Following a single oral dose of 40 mg, a small amount of loratadine and descarboethoxy¬ 
loratadine was excreted into the breast milk (approximately 0.03% of 40 mg over 48 hours). A 
decisión should be made whether to discontinué nursing or to discontinué the drug, taking into 
account the importance of the drug to the mother. Caution should be exercised when CLARITIN 
is administered to a nursing woman. 

Pediatric Use: The safety of CLARITIN Syrup at a daily dose of 10 mg has been demonstrated 
in 188 pediatric patients 6-12 years of age in placebo-controlled 2-week triáis. The effectiveness 
of CLARITIN for the treatment of seasonal allergic rhinitis and chronic idiopathic urticaria in this 
pediatric age group is based on an extrapolation of the demonstrated efficacy of CLARITIN in 
adults in these conditions and the likelihood that the disease course, pathophysiology, and the 
drug's effect are substantially similar to that of the adults. The recommended dose for the pedi¬ 
atric population is based on cross-study comparison of the pharmacokinetics of CLARITIN in 
adults and pediatric subjects and on the safety profile of loratadine in both adults and pediatric 
patients at doses equal to or higher than the recommended doses. The safety and effectiveness 
of CLARITIN in pediatric patients under 6 years of age have not been established. 

ADVERSE REACTIONS: CLARITIN Tablets: Approximately 90,000 patients, aged 12 and 
older, received CLARITIN Tablets 10 mg once daily in controlled and uncontrolled studies. 
Placebo-controlled clinical triáis at the recommended dose of 10 mg once a day varied from 
2 weeks’ to 6 months’ duration. The rate of premature withdrawal from these triáis was approxi¬ 
mately 2% in both the treated and placebo groups. 

REPORTED ADVERSE EVENTS WITH AN INCIDENCE OF MORE THAN 2% IN 
PLACEBO-CONTROLLED ALLERGIC RHINITIS CLINICAL TRIALS IN PATIENTS 
12 YEARS OF AGE AND OLDER 
PERCENT OF PATIENTS REPORTING 



LORATADINE 

10 mg QD 
n = 1926 

PLACEBO 

n = 2545 

CLEMASUNE 

1 mg BID 
n = 536 

TERFENADINE 

60 mg BID 
n = 684 

Headache 

12 

11 

8 

8 

Somnolence 

8 

6 

22 

9 

Fatigue 

4 

3 

10 

2 

Dry Mouth 

3 

2 

4 

3 


Adverse events reported in placebo-controlled chronic idiopathic urticaria triáis were similar to 
those reported in allergic rhinitis studies. 

Adverse event rates did not appear to differ significantly based on age, sex, or race, although 
the number of nonwhite subjects was relatively small. 

CLARITIN REDITABS (loratadine rapidly-disintegrating tablets): Approximately 500 
patients received CLARITIN REDITABS (loratadine rapidly-disintegrating tablets) in controlled 
clinical triáis of 2 weeks’ duration. In these studies, adverse events were similar in type and fre- 
quency to those seen with CLARITIN Tablets and placebo. 

Administration of CLARITIN REDITABS (loratadine rapidly-disintegrating tablets) did not 
result in an increased reporting frequency of mouth or tongue irritation. 

CLARITIN Syrup: Approximately 300 pediatric patients 6 to 12 years of age received 10 mg 
loratadine once daily in controlled clinical triáis for a period of 8-15 days. Among these, 188 chil- 
dren were treated with 10 mg loratadine syrup once daily in placebo-controlled triáis. Adverse 
events in these pediatric patients were observed to occur with type and frequency similar to 
those seen in the adult population. The rate of premature discontinuance due to adverse events 
among pediatric patients receiving loratadine 10 mg daily was less than 1%. 

ADVERSE EVENTS OCCURRING WITH A FREQUENCY OF > 2% IN LORATADINE 
SYRUP-TREATED PATIENTS (6-12 YEARS OLD) IN PLACEBO-CONTROLLED TRIALS, 

AND MORE FREQUENTLY THAN IN THE PLACEBO GROUP 
PERCENT OF PATIENTS REPORTING 



LORATADINE 

10 mg QD 
n = 188 

PLACEBO 

n = 262 

CHLORPHENIRAMINE 

2-4 mg BID/TID 
n = 170 

Nervousness 

4 

2 

2 

Wheezing 

4 

2 

5 

Fatigue 

3 

2 

5 

Hyperkinesia 

3 

1 

1 

Abdominal Pain 

2 

0 

0 

Conjunctivitis 

2 

<1 

1 

Dysphonia 

2 

<1 

0 

Malaise 

2 

0 

1 

Upper Respiratory 
Tract Infection 

2 

<1 

0 


In addition to those adverse events reported above (> 2%), the following adverse events have 
been reported in at least one patient in CLARITIN clinical triáis in adult and pediatric patients: 

Autonomic Nervous System: Altered lacrimation, altered salivation, flushing, hypoesthesia, 
impotence, increased sweating, thirst. 

BodyAs A Whole: Angioneurotic edema, asthenia, back pain, blurred visión, chest pain, ear- 
ache, eye pain, fever, leg cramps, malaise, rigors, tinnitus, viral infection, weight gain. 

Cardiovascular System: Hypertension, hypotension, palpitations, supraventricular tachy- 
arrhythmias, syncope, tachycardia. 

Central and Peripheral Nervous System: Blepharospasm, dizziness, dysphonia, hypertonia, 
migraine, paresthesia, tremor, vértigo. 

Gastrointestinal System: Altered taste, anorexia, constipation, diarrhea, dyspepsia, flatu- 
lence, gastritis, hiccup, increased appetite, nausea, stomatitis, toothache, vomiting. 

Musculoskeletal System: Arthralgia, myalgia. 

Psychiatric: Agitation, amnesia, anxiety, confusión, decreased libido, depression, impaired 
concentration, insomnia, irritability, paroniria. 

Reproductive System: Breast pain, dysmenorrhea, menorrhagia, vaginitis. 

Respiratory System: Bronchitis, bronchospasm, coughing, dyspnea, epistaxis, hemoptysis, 
laryngitis, nasal dryness, pharyngitis, sinusitis, sneezing. 

Skin andAppendages: Dermatitis, dry hair, dry skin, photosensitivity reaction, pruritus, pur¬ 
pura, rash, urticaria. 

Urinary System: Altered micturition, urinary discoloration, urinary incontinence, urinary 
retention. 

In addition, the following spontaneous adverse events have been reported rarely during the 
marketing of loratadine: abnormal hepatic function, including jaundice, hepatitis, and hepatic 
necrosis; alopecia; anaphylaxis; breast enlargement; erythema multiforme; peripheral edema; 
and seizures. 

OVERDOSAGE: In adults, somnolence, tachycardia, and headache have been reported with 
overdoses greater than 10 mg with the Tablet formulation (40 to 180 mg). Extrapyramidal signs 
and palpitations have been reported in children with overdoses of greater than 10 mg of 
CLARITIN Syrup. In the event of overdosage, general symptomatic and supportive measures 
should be instituted promptly and maintained for as long as necessary. 

Treatment of overdosage would reasonably consist of emesis (ipecac syrup), except in 
patients with impaired consciousness, followed by the administration of activated charcoal to 
absorb any remaining drug. If vomiting is unsuccessful, or contraindicated, gastric lavage 
should be performed with normal saline. Saline cathartics may also be of valué for rapid dilution 
of bowel contents. Loratadine is not eliminated by hemodialysis. It is not known if loratadine is 
eliminated by peritoneal dialysis. 

No deaths occurred at oral doses up to 5000 mgAg in rats and mice (greater than 2400 and 
1200 times, respectively, the máximum recommended human daily oral dose on a mg/m 2 
basis). Single oral doses of loratadine showed no effects in rats, mice, and monkeys at doses as 
high as 10 times the máximum recommended human daily oral dose on a mg/m 2 basis. 
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Artículos de Revisión: 

El Consentimiento Informado 

-——- Juan Rafael Iturregui-Pagán, MD, JD 1 


S egún Prosser, 2 consentir se puede definir como 
simplemente el deseo de que algo ocurra. 

La obligación de obtener un consentimiento para 
cualquier procedimiento o tratamiento médico se basa 
en la premisa de que la integridad del ser humano es 
sagrada y en la sociedad contemporánea no se le 
reconoce la facultad a nadie para interferir con esa 
integridad personal si el individuo no ha prestado su 
consentimiento para ello, sea éste uno expreso o tácito. 
El Tribunal Supremo de los Estados Unidos 3 estableció 
que: 

No right is held more sacred, or is more carefully 
guarded, by the common law, than the right ofevery 
individual to the possession and control ofhis own 
person , free from all restraints or interferences of 
others, unless by clear and uncjuestionable authority 
oflaw. 

Son estos principios fundamentales los que permi¬ 
ten establecer que una persona tiene que consentir 
para que un médico pueda darle un tratamiento; pero, 
para que ese consentimiento sea válido, el paciente 
tiene que adquirir un grado de conocimiento razo¬ 
nable de las circunstancias que rodean y median en 
ese tratamiento. Esto es lo que conocemos como el 
CONSENTIMIENTO INFORMADO. 

Pero, ¿qué grado de información es la que tiene que 
proveer el facultativo para que el consentimiento sea 
uno informado? ¿Qué criterios deberá tomar el juz¬ 
gador de los hechos en un tribunal antes de determinar 
si el consentimiento fue uno informado o no? 

Es nuestro propósito presentar los requisitos que 
rigen en Puerto Rico para determinar qué, ante el 
juzgador de los hechos, debe considerarse un consen¬ 
timiento informado. 


Antecedentes 

En la medicina antigua no sólo no se le ordenaba a 
los médicos a informarle a sus pacientes sobre los 
tratamientos que iba a emplear, sino que de hecho se 
le prohibía. Hipócrates, el Padre de la Medicina, le 
aconsejaba a los facultativos a esconderle la mayoría 
de las cosas a los pacientes y a no revelarles nada de 
su condición presente o futura. Esta actitud influenció 
en gran manera la medicina occidental y arábiga. 4 

Durante el siglo xviii, aunque se entendía que los 
pacientes deberían conocer de su tratamiento médico, 
prevalecía la teoría de que éstos no deberían tomar 
parte en el proceso decisional sobre su condición, 
filosofía que influyó en la adopción del Código de 
Ética Profesional de la Asociación Médica Americana 
de 1847. Según ésta, se advertía a los médicos a no 
comunicar pronósticos pobres a menos que fuera 
estrictamente necesario. 5 

No fue sino hasta principios del presente siglo que 
fue desarrollándose la teoría de la necesidad de 
obtener autorización del paciente antes de administrar 
cualquier tratamiento médico. 

Aquellos que se oponían a la doctrina del consen¬ 
timiento informado insistían que al promover estos 
valores individualistas se socavan otros valores: se 
perdía tiempo valioso que era necesario para admi¬ 
nistrar cuidados a pacientes enfermos, en parte debido 
al hecho de que el paciente promedio no entiende la 
información que se le provee o porque el paciente 
promedio no quiere ser informado; además de que 
socava la confianza que el paciente debe tener en su 
médico y, por último, que requerir darle información 
al paciente de riesgos o fallas en el tratamiento podría 
tener como resultado que dichas complicaciones 
ocurran inducidas psicológicamente: la llamada 
"psychologically induced self-fulfilling prophesy ". 6 


1 El autor, quien es urólogo con práctica en Mayagüez y Ponce, agradece al Ledo. Miguel A. Arzola-Barris la revisión del manuscrito. 

2 W. Prosser, Handbook ofthe Law ofTorts, §18 (1971). 

3 Union Pacific Ry. v. Sanford, 141 US 250, 251 (1973) 

4 2 Hippocrates, Decorum 297, 299 (W.H.S. Jones, trans., 1959) según citado por Halle Fine Terrion, Informed Choice: Physicians' Duty to 
Disclose Nonreadily Available Alternatives, 43 W. Res. L. Rev. 491,496 (1993) y por Rich, B., Advance Directives, The Journal of Legal Medicine, 
19:1,1998, p. 65. 

5 El Código advertía a los médicos a no hacer pronósticos tristes {gloomy) a menos que fuera absolutamente necesario; y cuando fuera 
necesario, delegar la responsabilidad en una persona de suficiente juicio y delicadeza. 

6 Alan Meisel, The " Exceptions" to the Informed Consent Doctrine: Striking a Balance Between Competing Valúes in Medical Decisionmaking, 179 
Wil. L. Rev. 413, 414-416 (1979). 
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Por otro lado, aquellos que proponían la necesidad 
de un consentimiento entendían que esa doctrina es 
el guardián del individualismo en el contexto médico 
y protegería el derecho del paciente a determinar su 
propio destino en asuntos médicos. Además, pro¬ 
mueve su status como ser humano autónomo, prote¬ 
giéndolo contra abusos por parte de los médicos; 
protege su integridad física y psíquica y por tanto su 
privacidad, y le da derecho a obtener compensación 
por consecuencias dañinas acaecidas por razón del 
tratamiento médico. 

Esta última tendencia fue ganando adeptos, situa¬ 
ción que fue reflejándose a través de las normas que 
fueron adoptando los tribunales ( Mohr v. Williams, 104 
N.W. 12 (Minn. 1905), Pratt v. Davis, 118 111 App 
161,166, 79 N.E. 562,564 (1906), entre otros). 

El Juez Cardozo 7 en Schloendorff v. Society of New 
York Hospital, 211 NY 125, 105 N.E. 92,93 (1914), 
jurisprudencia ésta que se considera piedra angular 
en la adopción de la doctrina del consentimiento 
informado, reconoció el derecho de un demandante a 
recobrar daños por un procedimiento no autorizado. 
Dijo el Juez Cardozo: 

Every human being ofadult years and sound mind 
has the right to determine what shall be done with his 
own body; and a surgeon who performs an operation 
without his patients's consent commits an assault,for 
which he is Hable in damages. 

De ahí en adelante los tribunales fueron adoptando 
la doctrina de la necesidad de obtener consentimiento 
antes de poder llevar a cabo cualquier procedimiento 
invasivo ( Salgo v. Leland Stanford, 317 P 2nd 170,181 
(Cal. 1957), Natatson v. Kline, 350 P 2nd 1093,1104 (Kan. 
1959). 

Aunque al principio la doctrina del consentimiento 
informado se fue desarrollando a partir de los casos 
en que se imponía responsabilidad civil por 
tratamientos no autorizados catalogándolos como 
agresión civil (battery) (Montes v. FSE, 87 D.P.R. 199, 
202 (1963)), se fue modificando al entenderse que la 
causa de acción en aquellos casos en los cuales no ha 
mediado el consentimiento tiene los mismos requisitos 
que los necesarios para determinar negligencia 
profesional ( Ríos Ruiz v. Mark, 119 D.P.R. 816, (1987)), 
por lo que el demandante tendrá que demostrar que: 

(1) el facultativo tenía una obligación de dar cierta 
información; 

(2) no dio esa información; 


(3) el demandante sufrió daños compensables; 

(4) si se le hubiera provisto de esa información, una 
persona razonablemente prudente no hubiera 
autorizado el tratamiento; 

(5) la falta de información fue la causa próxima del 
daño. 

En los Estados Unidos se han desarrollado dos cri¬ 
terios que puede usar el juzgador de los hechos para 
determinar si hubo o no un consentimiento informado. 
Veamos. 

El criterio del estándar profesional, admitido en la 
mayoría de las jurisdicciones, establece que la ex¬ 
tensión y tipo de información que el médico tiene que 
poner a la disposición del paciente para que pueda 
haber un consentimiento informado depende de lo 
que un médico razonable de la comunidad hubiera 
informado a su paciente. Esto quiere decir que el 
proveedor del servicio de salud no está obligado a 
dar aquella información que un proveedor razonable 
no daría bajo circunstancias similares. La obligación 
del médico es un asunto de juicio y discreción profe¬ 
sional. 

Los proponentes de este criterio sostienen que sola¬ 
mente el profesional de la salud puede estimar los 
efectos psicológicos que la información sobre la con¬ 
dición médica o el tratamiento tendrían sobre un pa¬ 
ciente en particular. Es más, afirman que amarrar al 
profesional a un estándar lego en cuanto a la informa¬ 
ción que tiene que poner a disposición de su paciente 
interferiría con su discreción médica y a la misma vez 
"requiere que el tribunal se adentre en las imprede¬ 
cibles complejidades del proceso decisional humano" 
(Sepúlveda de Arrieta v. Barreto Domínguez, 94 CA 139, 
Opinión del 23 de diciembre de 1994, p. 830). 

Por otro lado, encontramos el estándar del paciente 
razonable, también llamado por algunos tratadistas, 
como por ejemplo Lañe, 8 el Estándar del Riesgo 
Material ( Material Risk Standard). Éste estándar 
requiere que el profesional le dé al paciente aquella 
información que una persona estimaría pertinente y 
necesaria para tomar una decisión sobre si someterse 
o no al tratamiento propuesto. Los tribunales que han 
adoptado este estándar reconocen que la protección 
del derecho del paciente a la libre determinación, 
piedra angular de la doctrina del consentimiento infor¬ 
mado, obliga a que el médico le dé a su paciente toda 
la información que necesite sobre los riesgos del trata¬ 
miento propuesto y las alternativas terapéuticas dis¬ 
ponibles a la ciencia médica. 


7 _ 

8 M. Lañe, Largey v. Rothman, 41 Rutger L. Rev. 705,1988-1989, p. 710. 
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El enfoque no es lo que el médico estima que es be¬ 
neficioso para su paciente en términos de la informa¬ 
ción que necesita para hacer una decisión informada, 
sino qué información debe tener el paciente antes de 
decidir inteligentemente el someterse a un tratamiento 
dado. 

Bajo este criterio, tanto la materialidad de los riegos 
como las alternativas disponibles son esenciales al 
determinar cuánta información está obligado a pro¬ 
porcionar el profesional. Un riesgo material ( material 
risk) es aquel que el médico sabe o debería saber es 
pertinente para que una persona razonable 9 o el 
paciente en particular, según haya sido adoptado el 
criterio objetivo o el criterio subjetivo, pueda hacer 
una decisión inteligente. 

En Puerto Rico, la fuente estatutaria que rige este 
tipo de análisis es la ley que reglamenta el funciona¬ 
miento de facilidades de salud, Ley 101 del 26 de junio 
de 1965, según enmendada por la Ley 150 del 20 de 
julio de 1979. Esta ley ordena que el Departamento de 
Salud adopte un reglamento para implementar sus 
disposiciones. A estos fines, el 30 de mayo de 1985 el 
Secretario de Salud aprobó el Reglamento 52, mejor 
conocido como el Reglamento para el Funcionamiento 
y Mantenimiento de Facilidades de Salud en Puerto 
Rico. Este Reglamento fue enmendado tanto en 1988 
como en 1989 por los Reglamentos 69 y 62 respectiva¬ 
mente. 

En el asunto que nos ocupa, el Capítulo 22, Artículo 
5, Sección 1 del Reglamento 52, establece que: 

El expediente clínico deberá contener eviden¬ 
cia escrita de un consentimiento bien informado 
para tratamiento y para los procedimientos que 
se ofrezcan al paciente, en cualquier unidad de 
servicio de la facilidad.... 

El consentimiento deberá contener, por lo 
menos: nombre completo del paciente, fecha y 
hora en que se toma, nombre de la persona que 
consiente el tratamiento, bien sea el paciente o 
representante legal, nombre del profesional que 
examinará, evaluará, diagnosticará y ofrecerá el 
tratamiento. Evidencia que demuestre que al paciente 
se le ha explicado y que éste entiende el contenido del 
consentimiento ;... 

El consentimiento para procedimientos mé¬ 
dicos debe contener además, procedimientos o 
tratamientos a ofrecerse; autorización para anes¬ 


tesia... posibles riesgos y otras alternativas de 
tratamiento, y la firma del médico que explica y 
toma el mismo. (Énfasis nuestro) 

En Ríos v. Mark, supra, la Juez Asociada Naveira de 
Rodón, en su voto particular, proponiendo el criterio 
profesional, expresó: 

Bajo las circunstancias de este caso, antes de 
imponer responsabilidad al Dr. Mark por haber 
faltado a su deber de información, era necesario 
probar que existía ese deber de información como 
práctica prevaleciente en la comunidad médica. 10 

Un año más tarde, en Rodríguez Crespo v. Hernández , 
121 D.RR. 639 (1988), un caso en el que se demanda a 
un médico por haber ligado un uréter y la subsiguiente 
pérdida del riñón, luego de una cirugía ginecológica, 
el Tribunal Supremo adoptó el criterio de materialidad 
estableciendo que: * 11 

La doctrina del consentimiento informado 
impone al médico el deber de informar a su pa¬ 
ciente acerca de la naturaleza y riesgos de un 
tratamiento médico propuesto, de manera que 
el paciente se encuentre en la posición de hacer 
una decisión inteligente e informada. 

De igual forma, citando a Canterbury v. 
Spence, 464 F.2d 772 (D.C. Cir. 1972) añadió: 12 

La doctrina moderna establece que el médico 
le debe revelar a su paciente toda aquella infor¬ 
mación que, de acuerdo con su conocimiento y 
experiencia, necesitaría conocer el paciente por 
ser pertinente a la decisión que debe tomar en 
cuanto a consentir o no a someterse al procedi¬ 
miento médico propuesto. 

Continúa el Tribunal: 

El médico tiene la obligación de divulgarle al 
paciente los riesgos razonables previsibles, así 
como los beneficios de tratamientos y procedi¬ 
mientos invasivos del cuerpo humano y de las 
alternativas disponibles. También debe informar 
al paciente sobre los riesgos razonables relacio¬ 
nados a no tratarse la condición. 

Sin embargo, el médico no es responsable por 
no divulgar riesgos que razonablemente no pue¬ 
da prever o por no informar de alguna secuela 
inesperada que surja durante la cirugía. 13 


9 Canterbury, infra, p. 783-784. 

10 Ibíd. p. 848. 

11 Ibíd. p. 663. 

12 Ibíd. p. 664. 

13 Ibíd. p. 664. 
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Continúa el Tribunal: 

En general, el médico debe divulgar aquella 
información que él razonablemente crea o deba 
saber que genere un riesgo. Ello no significa que 
deba comunicar aquellos riesgos de los cuales un 
paciente promedio estaría advertido o sobre 
aquellos que el paciente particular haya descu¬ 
bierto por haber sido sometido a un tratamiento 
similar en el pasado. 14 

Es por tanto necesario por parte del paciente que 
alegue impericia por falta de un consentimiento 
informado: 


[Establecer que, de conformidad con los 
principios generales de la negligencia, que la falta 
de información adecuada fue la causa próxima 
del daño resultante. 15 

El caso en que nuestro Tribunal de Última Instancia 
resume la doctrina del consentimiento informado y 
establece su posición definitiva en relación al criterio 
que impera en Puerto Rico es Sepúlveda de Arrieta v. 
Barreto Domínguez, supra. 

Este caso se trata de un médico que le realiza en 
1979 a la demandante una blefaroplastía. En 1980 le 
fue diagnosticado por un oftalmólogo, que sufría de 
un ectoprión y demanda al Dr. Barreto alegando 
¡ malapráctica profesional. El tribunal de instancia 
desestimó la demanda basándose en el testimonio del 
perito del demandado, que concluyó que las condicio¬ 
nes de ectropión y de scleral show son complicaciones 
i! reconocidas de una operación de blefaroplastía", que 
j "dichas complicaciones son las más comunes" y que 
I "pueden resultar de una blefaroplastía aún bajo las 
manos más diestras". Determinó que por la prueba 
presentada no le era posible concluir que el Dr. Barreto 
Domínguez hubiera extraído piel en exceso durante 
leí procedimiento. Los demandantes instaron un re¬ 
curso ante el Tribunal Supremo. Alegaron, entre otras 
cosas, que el consentimiento estuvo viciado ya que 
. sólo se le había advertido de la posibilidad de hemo- 
, rragia y hematoma. Manifestaron además, que de 
haber sabido que la blefaroplastía le iba a causar tantas 
. molestias, jamás se hubiese sometido a ella. 16 

El Tribunal Supremo, 17 luego de analizar las tenden- 
, r | cias que han sido adoptadas en las distintas jurisdic¬ 


14 Ibíd. p. 665. 

15 Ibíd. p. 666. 

16 Ibíd. p. 826. 
'7 Ibíd. p. 827. 
18 Ibíd. p. 829. 

i 9 Ibíd. p. 831. 
[0 Ibíd. p. 831. 


ciones de los Estados Unidos, establece su posición al 
indicar que, 18 aunque lo ideal sería que el médico diera 
la más completa y total información sobre el tratamien¬ 
to a ser administrado, las necesarias realidades de la 
práctica de la medicina imponen que la divulgación 
sea algo menos que completa. Establece el Tribunal 
que, en primer lugar, el conocimiento médico puede 
alcanzar niveles de complejidad que estarían fuera del 
alcance de una persona no diestra en ese campo, por 
lo que no podría ser comunicado efectivamente. En 
segundo lugar, el proceso de divulgar "toda" la infor¬ 
mación relacionada requeriría que el paciente fuera 
provisto del equivalente a una educación médica. 

Confirmando lo indicado en la opinión concurrente 
de la Hon. Juez Naveira en Ríos v. Mark, supra , esta¬ 
blece que, "luego de sopesar los criterios correspon¬ 
dientes, lo más apropiado es que adoptemos el criterio 
del profesional de la medicina, y no el del paciente 
razonable establecido en Canterbury", supra. 

Luego de analizar los conceptos de causalidad im¬ 
perantes en los países de tradición civilista, el Tribunal 
concluye que el análisis de causalidad en el sistema 
civilista no se hace desde el punto de vista de lo que 
habría hecho el paciente de haber tenido información 
adicional, sino de lo que le era exigióle prever al mé¬ 
dico como consecuencia normal de su omisión. Ya que 
en Puerto Rico rige la doctrina de la "causalidad ade¬ 
cuada" para determinar causalidad legal entre la 
acción u omisión negligente y el daño sufrido la 
cuestión a resolver consiste en determinar si la mate¬ 
rialización del daño era de esperarse en el curso nor¬ 
mal de los acontecimientos o si, por el contrario, queda 
fuera de ese posible cálculo. 19 

Revocando al tribunal de instancia, establece el 
Tribunal Supremo de Puerto Rico: 20 

Aplicada al caso de autos, la cuestión a resolver 
consiste, entonces, en determinar si en el curso 
normal de los acontecimientos, le era exigióle al 
Dr. Barreto Domínguez prever que la falta de la 
información debida llevaría a la paciente Sepúl¬ 
veda de Arrieta a adoptar una decisión distinta 
de la que habría tomado de haber estado adecua¬ 
damente informada. En otras palabras, no es 
necesario determinar si ella, como paciente — 
subjetiva u objetivamente— habría consentido o 
no al acto médico propuesto, sino si le era exigióle 
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al Dr. Barreto Domínguez prever que la falta de 
información debida llevaría al paciente a 
exponerse a los riesgos no divulgados. Bajo este 
prisma, es obvio que en el curso normal de los 
acontecimientos, un cirujano debe prever que 
guardar silencio sobre un riesgo que, además de 
ser común en el procedimiento propuesto, pro¬ 
duce un efecto desfigurante, a un paciente que 
desea someterse a una cirugía cosmética electiva, 
sin ningún valor terapéutico, llevaría muy proba¬ 
blemente al paciente a adoptar una decisión 
distinta de la que habría tomado de estar debi¬ 
damente informado. No es necesario que el mé¬ 
dico pudiera hacer esta determinación con cer¬ 
teza matemática. Basta que su negligencia fuera 
la que, en el curso normal de los acontecimientos, 
con mayor probabilidad pudiera ocasionar el 
daño, para que a éste le fuera exigible previsión 
y obligado a cumplir con el imperativo del Art. 
1802. 

Resulta, por lo tanto, innecesario recurrir a 
los criterios que ofrece la jurisprudencia de los 
Estados Unidos. La doctrina civilista de causa¬ 
lidad adecuada atemperada con la regla de la 
previsibilidad nos permite llegar a una solución 
justiciera. 

Conclusión 

El Tribunal Supremo adopta en Sepúlveda de Arrieta, 
supra, el criterio del profesional razonable, 21 pero 
requiriendo la divulgación de los riesgos materiales 
que sepa o deba saber que su paciente necesite para 
hacer una determinación de si someterse o no al trata¬ 
miento propuesto. La forma de determinar posterior¬ 
mente qué información hubiera necesitado el deman¬ 
dante tendrá que hacerse tomando en consideración 
la totalidad de la circunstancias; esto es, el tipo de 
procedimiento, el propósito del mismo y a la posibi¬ 


lidad de complicaciones en balance con los beneficios 
esperados, entre otros. 

Por tanto, y en vista de las normas legisladas y de 
la decisión del Tribunal en Sepúlveda de Arrieta, supra, 
el criterio que deben utilizar los tribunales es que la 
información que debe suministrar el médico al pacien¬ 
te antes de proceder a un tratamiento o procedimiento 
es aquella que los médicos de la comunidad acostum¬ 
bran a dar a sus pacientes en igual circunstancias y 
que "llevaría muy probablemente al paciente, que 
entiende el contenido del consentimiento" 22 a acceder 
al procedimiento o tratamiento propuesto; y que, 
"según el curso normal de los acontecimientos, le [era] 
exigible ... [al médico] prever que la falta de [esa] 
información ... [llevaría al paciente] a adoptar una 
decisión distinta de la que habría tomado de estar 
debidamente informado". 23 Se le impone al médico a 
prever qué información necesita su paciente para 
poder estar en posición de tomar una decisión infor¬ 
mada. 

La mejor práctica es darle al paciente toda la infor¬ 
mación relacionada al procedimiento que incluya al 
menos una descripción en términos legos del proce¬ 
dimiento, todas las alternativas disponibles y que, a 
la luz de los modernos medios de comunicación y en¬ 
señanza, y conforme al estado de conocimiento de la 
ciencia y práctica prevalecientes en la medicina, 
satisface las exigencias generalmente reconocidas por 
la propia profesión médica. 24 Así mismo debe indi¬ 
carle las posibles complicaciones, más aún aquellas 
que puedan poner en riesgo su vida o alguna función 
vital o que derrotarían los propósitos de la interven¬ 
ción, como ocurrió en Sepúlveda de Arrieta, supra. 

Esta es la norma que deben tener presente los profe¬ 
sionales de la salud antes de proceder a administrar 
cualquier tipo de tratamiento o efectuar todo proce¬ 
dimiento a sus pacientes. 


21 Este mismo estándar es el propuesto en el Proyecto de Ley, Artículo 3, Sección 5, presentado a la Asamblea Legislativa y publicado en 
Prensa Médica, Publicación de la Asociación Médica de Puerto Rico de enero-mayo de 1995, p. 9. 

22 Del Reglamento 52. 

23 De Sepúlveda de Arrieta, supra, p. 831. 

24 Rodríguez Crespo v. Hernández, supra, p. 649. 


54 








?a no hay que ir lejos a buscar un corazón. 


Búscalo en el Centro. 


El Programa de Trasplante de Corazón del Centro Cardiovascular de Puerto Rico 
y del Caribe, el único de su tipo en la Isla, da vida y esperanza a los pacientes que 
necesiten de un corazón. 



Centro Cardiovascular 
de Puerto Rico y del Caribe 
Dr. Ramón M. Suárez Calderón 

AL RITMO DE TU CORAZON 


Cuidado constante, 

tu corazón 

es importante. 


Ave. Américo Miranda, Esquina Centro Médico, Río Piedras, PR 
(787) 754-8500 • http:Wwww.cardiovascularpr.conn 



Autorizado por la Comisión Estatal de Elecciones 
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Reporte de Casos: 

Electrocardiogram oftheMonth 
Rosenbaum's Syndrome 

Charles D. Johnson, MD, FACC* * 


Case History 

T his 70-year-old female was admitted to Centro 
Cardiovascular de Puerto Rico with a history of 
mild symptoms of chest pains, dizziness, dyspnea, 
easy fatigability and bradycardia. There was no 
history of loss of consciousness. Her heart rate was 44 
bpm. She subsequently was implanted with a perma- 
nent DDDR endocardial bipolar pacemaker. 


Electrocardiograms (ECG): Figures 1-7. 



Figure 1. 7-15-99. Bifascicular block - RBBB + LAH + First degree AV 
block. HR 56 bpm. PR interval usually 0.24 sec. QRS 0.16, 0.18 sec. 
Axis -65 to -70 degrees. Q wave V ¡ r 
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Figure 2. 7-21-99. RBBB + LAH + Second degree 2:1 AV block. 2:1 
conduction in LPF. Positive VPP. LAE. P rate 77 bpm, QRS rate 39 
bpm. PR 0.18-.20 sec. Axis - 85 degrees. q/Q wave V x -V 5 . 



Figure 3. 7-20-99. RBBB + LPH + Second degree 2:1 AV block + First 
degree AV block. 2:1 conduction in LAF. LAE. P 75 bpm, QRS 37.5 
bpm. PR usually 0.24 sec. QRS 0.17 sec. Axis + 125 degrees (RAD). 



Figure 4. Undated. RBBB + LAH + First degree AV block. HR 55, 59 
bpm. PR 0.23-.24 sec. QRS 0.16 sec. Axis - 66 to - 75 degrees. Two 
FPB's, beats 2 and 4, with RAD-LPH morphology, may arise immediately 
distal to the block in the LAF. The penultimate beat may be an APB or 
JPB conducted with LAH. It may reflect SNC in the LPF. 


i 

*University of Puerto Rico School of Medicine, Section of Cardiology 
Address: Charles D. Johnson, MD 
UPR Medical Sciences Campus 
GPO Box 5067) San Juan, PR 00936 
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Figure 5. 7-17-99. RBBB + intermittent LAH and LPH (different QRS 
morphologies). LAE. LAH: HR 60 and 46.8 bpm, ivith block at the end; 
PR 0.21-.22 sec. LPH: HR 75-80 bpm, PR 0.25 sec. QRS 0.16-.17 sec. 
The second beat may be an APB or JPB conducted with LAH, reflecting 
SNC in the LPF, or a FPB originating just distal to the block in the LPF. 
At the right ofthe tracing during the LAH after the first nonconducted 
P wave, 3:2 Wenckebach conduction in the LPF may occur. The PR 
interval of the last QRS beat may be prolonged to 0.76 sec. This first 
nonconducted P wave may undergo CC or concealed penetration into 
the LAF, inducing LAH in the penultimate QRS beat; or the last two 
QRS beats with LAH morphology may be linked to the LPF, i.e. the LAF 
may be linked/subdued to the LPF. It likely reflects synchronous third 
degree block in both fascicles. 



Figure 6. Undated. Leads I, II, III. RBBB + intermittent LAH and LPH. 
LAH: HR 73 bpm, PR 0.20-.23 sec; LPH: HR 71, 75 bpm. PR 0.23-.24 
sec. The fourth QRS beat with LPH morphology may be a FPB 
originating in or near the LAF; it may induce retrograde CC/ penetration 
into the LAF causing LAH and into the AV node and His Bundle to 
prolong the PR interval, or SNC via the LPF may have caused linkage 
and subduing to the LAF resulting in LAH. The tenth beat with LAH 
morphology may be a FPB arising just distal to the block in the LPF. 


Abbreviations: AF-atrial fibrillation; AFl-atrial flutter; 
APB-atrial premature beat; AV-atrioventricular; CC- 
concealed conduction; FPB- fascicular premature beat; HR- 
heart rate; JPB-junctional premature beat; LAD-left axis 
deviation; LAE-left atrial enlargement; LAF-left anterior 
fascicle; LAH-left anterior hemiblock; LPF-left posterior 
fascicle; LPFí-left posterior hemiblock; RAD-right axis 
deviation; RBBB-right bundle branch block; SNC- 
supernormal conduction; VPP- ventriculophasic pheno- 
menon. 



Figure 7. 7-14-99. IV Nitroglycerine. RBBB + intermittent LPH and 
LAH. AF or AF1. HR during LPH 62 and 57 bpm, axis + 70 degrees; 
HR during LAH 40 and 37.5 bpm, axis - 100 degrees. Q waves. The 
sixth and eighth beats with RBBB and LAH morphology may be FPB's 
arising immediately distal to the block in the LPF, or they might reflect 
SNC in the LPF with linkage to the LAF to produce LAH. 


Diagnoses 

Rosenbaum's Syndrome. 

Trifascicular Block (TB)- intraventricular conduc¬ 
tion abnormality. The syndrome of permanent com¬ 
plete right bundle branch block (RBBB) with inter¬ 
mittent, unstable blocks in the left anterior superior 
fascicle (LAF), left anterior hemiblock (LAH), and the 
left posterior inferior fascicle (LPF), left posterior 
hemiblock (LPH); and atrioventricular (AV), intra¬ 
ventricular conduction disturbances of first degree 
and 2:1 second degree (incomplete) AV blocks. 

Discussion 

This involves simultaneous conduction impairment 
/block in the three main terminal fascicles (disregard- 
ing the middle septal fascicle), the right bundle branch 
and the two (both) divisions of the left bundle branch. 

This pattern has been regarded by some authors as 
bilateral bundle branch block. But other ECG autho- 
rities reserve the term "Bilateral Bundle Branch Block" 
for the presence of involvement, complete third degree 
block, of both the main bundle branches, presenting 
alternating or intermittent RBBB and left bundle 
branch block (LBBB) with a changing, different P-R 
interval. These hold that this is the only absolute 
evidence that both bundle branches are involved. 

Bifascicular block is reflected by a combination of 
RBBB with LAH, or RBBB with LPH. 

RBBB with either hemiblock, plus a first degree AV 
block (prolonged P-R interval) or a second degree AV 
block (dropped beats) has been suggested to be a 
manifestation of TB. However, the third site of block 
may not necessarily be in the remaining incompletely 
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blocked división, but at the level of the AV node or 
Bundle of His. A His Bundle recording would be 
necessary to distinguish this third site of partial block. 

TB patterns are usually associated with Mobitz type 
II AV block. 

Complete block in all three fascicles at the same time 
would lead to complete AV block. 

A change in heart rate may bring about a change in 
the degree of block, i.e. rate-dependency TB. A few 
milliseconds difference may determine whether an 
impulse is normally conducted, entirely blocked or 
show concealed conduction. 

Pathogenesis 

Physiological mechanisms that may be underlying 
and playing a role in this case of TB are listed in Table I. 


TABLE 1. 

Physiological Mechanisms In Trifascicular Block 

1. Third degree block in the right bundle branch. 

2. First degree and second degree (2:1, etc Mobitz II) blocks 
in the two fascicles of the left bundle branch, and third 
degree. 

3. Heart rate changes - duration of diastolic intervals; 
duration of recovery to changes in rate. 

4. Refractoriness. Fascicular refractoriness. Cycle length 
influence on refractoriness. 

5. Crossover of recovery curves. 

6. Supernormality, in the anterior and posterior divisions 
(intraventricular) of the left bundle expressed as early 
captures. 

7. Spontaneous diastolic depolarization- phase 4 
depolarization. 

8. Concealed Conduction - concealed bundle branch and 
fascicular penetration in the two fascicles/divisions. 

9. Linking - retrograde activation of the two fascicles by 
an impulse coming down the opposite fascicle; implies 
that conduction in one fascicle is dependent on 
conduction in the other fascicle. 

10. Gap phenomena, Type II. 

11. Autonomic, hemodynamic and electrolyte influences. 

12. Geometry, anatomy and pathology of the fascicles. 



Figure 8. The transverse bars indícate that conduction is permanently 
interrupted. The lengthwise bars indícate unstable or intermittent 
conduction. 
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Además de trabajar por tu salud 
en TRIPLE-S te damos más recursos 
ra hacer de tu vida diaria una 
istoria extraordinaria. 


Ah ora puedes disfrutar de 
nuevos servicios que responden a 
do ir 


nuestra visión de cuida 
PEOPLE CARE: 


integral 


TELECONSULTA, tu,línea de 
orientación de salud las 24 horas, 
para cuando tú o un familiar esté 
enfermo, lastimado o tenga una 
pregunta de salud. 


TELECONSEJO de Quickhelp, 
la línea confidencial de 
orientación profesional que 
te ayuda con tus problemas 
sentimentales, económicos, 
profesionales y familiares. 


Con el apoyo de estos inno- 1 
vadores teleservicios tú y toda 
tu familia estarán cuidados 
toda una vida. 


ESSSE ES MI PLAN 
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Orientación médica gratis 

PARA TU SALUD FÍSICA, MENTAL 
Y CONDICIONES DE EMERGENCIA 


24 HORAS, 7 DIAS A LA SEMANA 


SERVICIO TUYO Y DE TU FAMILIA 

ASÍ QUE CUALQUIERA QUE SEA TU 
PLAN, CUENTA CON LA CRUZ AZUL. 
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EN CONFIANZA. 


Sometido para aprobación a la Oficina del Comisionado de Seguros el S de junio de i 999. 


La Cruz Azul 

de Puerto Rico, Inc 

7 

UN CONCESIONARIO INDEPENDIENTE DE 
BUJE CROSS & BLUE SHIELD ASSOCIATION 


En La Cruz Azul hemos hecho 

UN CAMBIO SALUDABLE PARA 
OFRECERTE MÁS RECURSOS Y TODO 
EL RESPALDO DE UNA RED 
INTERNACIONAL DE SERVICIOS DE 
SALUD. 

• La experiencia y solidez 

DE MÁS DE 50 AÑOS EN 
PUERTO RICO. 

• Cobertura en Estados 
Unidos, incluyendo farmacia 

• Sobre 10,000 proveedores 

• 7.9CC MÉDICOS Y DENTISTAS 
PARTICIPANTES 

• 1 73 HOSPITALES Y SALAS DE 
EMERGENCIA EN PUERTO RICO 

• 2,200 FARMACIAS Y 
LABORATORIOS 

• Planes hechos a tu medida 

(INDIVIDUALES, FAMILIARES, 
GRUPALES) 

• Tecnología y servicios al 


UALQUIERA gUE 
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Rosa Pérez Perdomo, MD, PhD 
Roberto Ramírez, MHSA, PhD 
(Editorialista Invitado) 




_ importancia de la información en salud 
pública es un hecho ampliamente reconocido. 
Disponer de datos confiables y válidos es 
esencial para entender mejor los determinantes 
básicos de la salud (Evans et al). Por ejemplo, 
la Organización Mundial de la Salud (OMS) 
ha establecido que "el camino que conduce a 
la salud para todos pasa por la información". 
Sin embargo, a pesar de que está 
ampliamente aceptado la importancia de 
tener datos confiables esta suele ser una tarea 
difícil y de un alto costo. Por otro lado, la 
prestación y gestión de atención de salud en 
cualquiera de sus modalidades es una tarea 
compleja que dependerá en gran medida de 
la información en la que se sustenta. El reto 
radica en recopilar, analizar y diseminar datos 


(Continúa en la pág. 58) 
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de calidad si se pretende tener una 
prestación de servidos exitosa. 

La mayoría de los países tienen 
diferentes tipos de información en 
salud que recopilan sistemática¬ 
mente, en particular, las llamadas 
estadísticas vitales que incluyen 
principalmente información 
relacionada con nacimientos y 
mortalidad. Algunos países tienen 
sistemas de vigilancia 
epidemiológica de enfermedades 
específicas tales como cáncer, 
diabetes, dengue y VIH/SIDA entre 
otros. Además, en muchos países se 
recopila algún tipo de información 
sobre prestación de servicios, el 
costo de los mismos y satisfacción 
de los usuarios. Sin embargo, a 
pesar de que la mayoría de los 
países suelen tener algún sistema de 
recopilar información en salud existe 
un gran nivel de desconfianza en 
relación a la calidad de los mismos. 
Entre un gran número de problemas 
relacionados con esta información 
se pueden mencionar el subreporte, 
información incompleta, falta de 
automatización, falta de 
coordinación, falta de cooperación 
de los proveedores, falta de 
agilidad en la presentación y 
difusión de los datos y posiblemente 
el más importante, la poca 
demanda de la información entre 
los encargados de formular la 


política pública así como entre los 
administradores de programas, que 
parecen no estar consciente de la 
importancia estratégica y la utilidad 
práctica de la información en salud 
para la planificación y ofrecimiento 
de servidos de salud (OPS, 1998). 
Con mucha frecuencia escuchamos 
en nuestro medio hablar de que 
determinada enfermedad es 
importante en Puerto Rico, pero se 
desconoce su incidencia y 
prevalencia y menos aún su 
distribución por factores tan básicos 
como la edad, el sexo, o el area 
geográfica. Ante esta situación se 
suelen citar datos de otros países 
asumiendo que esta enfermedad se 
comporta de igual forma en Puerto 
Rico, lo que no siempre es correcto. 
Por otro lado, el tener datos 
relacionados con una condición es 
de vital importancia para un 
investigador que desea obtener 
financiamiento para un proyecto 
donde tiene que justificar el mismo 
porque la condición se considera 
altamente prevalente en nuestro 
medio. En fin, se tiene que crear 
conciencia dentro de la clase 
médica y otros profesionales de la 
salud de la importancia de la 
recopilación, análisis y utilización 
de la información en salud. 
Iniciemos un esfuerzo coordinado 
para completar adecuadamente los 


expedientes médicos que suelen ser 
en su gran mayoría una fuente 
primaria para la obtención de datos 
sobre salud. Les exhortamos a que 
participen activamente en los 
esfuerzos coordinados para proveer 
información a aquellos sistemas de 
vigilancia o registros que ya existen 
en Puerto Rico, tales como el registro 
de cáncer, SIDA y diabetes. 

La información recopilada 
redundará en una práctica médica 
mejor dirigida hacia las 
necesidades de nuestra población. 
De igual forma, el nuevo escenario 
de prestación de servicios de salud 
hace que el médico asuma el riesgo 
financiero de mantener una armonía 
entre el cuidado de sus pacientes y 
la utilización de recursos. Esto hace 
vital la disponibilidad y utilización 
de la información para manejar sus 
pacientes de forma costo-efectiva. 
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Excellent Response to Interferon Therapy ¡n a 
Patient with Hypereosinophilic Syndrome and 
Elevated Serum Immunoglobulin E Levels 


Luis Acaba MD, FACP, Amarylis Mangual MD, 
and EnriqueiVélez García MD, FACP 


Q; 


Introduction 


hypereosinophilic syndrome 
(HES) ¡s an uncommon 
heterogeneous disorder 
characterized by sustained 
eosinophilia of greater than 1,500 
eosinophils x 1CW/L with evidence 
of end-organ damage. Without any 
specific diagnostic markers, a 
comprehensive evaluation is 
necessary to differentiate the HES 
from benign disorders such as 
parasitic, allergic, or other 
recognized reactive causes of 
eosinophilia. The HES must also be 
distinguished from malignant 
eosinophilic leukemia, which is 
usually characterized by increased 
numbers of ¡mmature blast cells and 
cytogenetic abnormalities typically 
seen in acute nonlymphoblastic 
leukemia. Several factors have been 
shown to influence the prognosis in 
the HES. Extremely high leukocyte 
counts and cardiac damage are 
associated with an adverse 
prognosis (1). Various immunologic 
abnormalities have been reported in 
the HES, with elevated serum 
immunoglobulin E (IgE) levels one of 
the most commonly observed. 
Historically, this subgroup of patients 


is associated with an excellent 
prognosis (2, 3). Since many 
patients present with a mild chronic 
disorder, therapy of the HES is 
directed at controlling the organ 
damage and not necessarily the 
eosinophilia. The optimal therapy of 
HES is unknown and mostly 
empirical. Varied responses to 
steroids, hydroxyurea, and 
cyclosporin A have been reported 
(4-6). Allogeneic bone marrow 
transplantation has been performed 
in a few select patients (7). Recently, 
several reports have described the 
use of alpha-interferon in this 
disorder. Responses have been seen 
in patients resistant to conventional 
treatment (4, 8). 

We describe a patient with 
severe HES and elevated IgE levels 
refractory to alkylating 
chemotherapy, steroids, and 
hydroxyurea. A dramatic and 
durable response was obtained with 
the use of interferon therapy. 


Case Report 

The patient is a 3 1 year-old male 
with a seven-year history of allergic 


rhinitis and urticaria, occasionally 
treated with oral antihistamines. He 
worked as a part-time tour guide at 
a subterranean cavern located in 
Camuy, Puerto Rico. He developed 
worsening of his allergic symptoms 
for which he was evaluated by an 
allergist. An allergy panel was 
performed and the patient was 
reactive to múltiple common 
environmental allergens. The patient 
was administered "desensitization" 
injections containing ambient 
allergens for a period over five 
months. Complete blood counts 
(CBC) performed during this period 
revealed 10,000-15,000 x 10^/L 
total white blood cells (WBC) with a 
normal differential. 

The patient subsequently 
developed progressive generalized 
malaise, a 20 pound weight loss 
and marked muscular and bone 
aches over a period of two months. 
He was admitted to another hospital 
and the CBC revealed 200,000 
WBC, the differential revealing 95% 
eosinophils, 2% bands, 2% 
monocytes, and 1% myelocytes. He 
was treated with a pulse of oral 
mephalan chemotherapy, but 
persisted with the elevated WBC 
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count. He was transferred to our 
institution, complaining of 
generalized pruritus, chills, night 
sweats, persistent dry cough and 
exertional dyspnea. Physical 
examination revealed decreased 
breath sounds associated with ronchi 
¡n the base of the left lung. The skin 
revealed a generalized eythematous 
macular skin rash with scattered 
areas of flaky, scaling epidermis. 
There were no cardiac murmurs or 
gallops. The liver span was eight 
centimeters and the splenic tip was 
palpable. The neurological exam 
was normal and there was no 
lymphadenopathy. CBC revealed a 
leukocyte count of 259,000 x 
1O^/L, the differential revealing 
93% eosinophils, 3% neutrophils, 3% 
lymphocytes, and 1 % monocytes. 
The hemoglobin was 1 2.0 g/dL 
with normocytic indices and the 
platelet count was 350 x 10^/L. 

The serum chemistry valúes and liver 
function tests revealed an elevated 
lactate dehydrogenase of 535 U/L, 
alanine aminotransferase of 170 U/ 
L, alkaline phosphatase of 142 U/L, 
and GGT of 195 U/L. The 
aspartine aminotransferase and CPK 
were within the normal range. The 
serum vitamin B,2 level was 
elevated at 2,063 pq/ml (normal 
valué: 200-800 pq/ml). The 
Westergreen sedimentation rate was 
within the normal range. The 
leucocyte alkaline phosphatase (LAP) 
score was decreased at 5 (normal 
valué: 1 1-95). Serologic tests for 
HIV, hepatitis A, B, and C, VDRL 
and antinuclear antibodies (ANA) 
were negative. Various stool 
examinations were negative for ova 
and parasites. Serum 
immunoglobulin levels revealed 
normal levels of IgG, IgA, and IgM. 
The serum IgE level was elevated at 
1,1 27 U/ml (normal valué: 10-180 
U/mi). Bone marrow aspírate and 
biopsy revealed a hypercellular 
marrow, with hyperplasia of mature 
eosinophils. The blast count in the 
aspírate was less than 1 %. 


Cytogenetic analysis of the bone 
marrow was normal. 
Immunophenotyping revealed 
expression of the mature myeloid 
markers CD 1 3 and CD 14. 
Cytochemical studies revealed 
reactivity of the cells with Sudan 
black and PAS, consistent with the 
observed eosinophils. The chest x- 
ray revealed a minimal left lower 
base infíltrate. An echocardiogram 
revealed a left ventricular ejection 
fraction of 60% with minimal left 
atrial enlargement, without any 
valvular abnormalities or effusions. 
Treatment with oral hydroxyurea and 
intravenous steroids was begun. Six 
days later there was a decrease in 
the WBC's to 60,000 x ÍO^/L, but 
the percentage of eosinophils 
remained at 90% and the 
hemoglobin and platelet count 
decreased to 10 g/dL and 68 x 
10^/L, respectively. The skin rash 
and the generalized pruritus 
¡ncreased. The dyspnea worsened, 
accompanied by a severe right 
pleuritic chest pain. The arterial 
blood gasses at room air revealed 
relative hypoxemia (PO 2 = 73 
mmHg) for which oxygen 
supplementation was required. He 
developed severe bilateral knee 
pain and sharply marginated painful 
"aphthous-type" oral ulcers in the 
upper palote and a left foot ulcer. 
Bilateral knee radiography did not 
reveal any abnormality and a bone 
sean revealed only a minimal 
increase in knee uptake. On the 
tenth day of admission the CBC 
revealed a leukocyte count of 
10,000 x 10^/L, the differential 
revealing over 90% eosinophils. The 
hemoglobin was 5.7 g/dL and the 
platelet count was 8,000 x 10^/L, 
for which múltiple pRBC's and 
platelet transfusions were 
administered. The patient remained 
on steroids and the hydroxyurea was 
discontinued. Despite the decrease 
in leukocytes, the oral and foot 
ulcers progressed and the ¡oint pains 
became more intense. The follow-up 


chest x-ray revealed múltiple bilateral 
pneumatoceles associated with a 
hydro-pneumothorax in the right lung 
base, confirmed by chest 
computerized tomography. At this 
time interferon-alpha (IFN alpha-2b, 
Intron A, Schering Plough), 3 million 
units subcutaneous three times a 
week was begun. After the fourth 
dose, the differential revealed an 
eosinophil percentage of less than 
1%. During the following few days 
the skin rash faded and the 
ulcerated oral and foot lesions 
healed. The spleen was no longer 
palpable. His dyspnea as well as 
the pleuritic chest pain disappeared. 
His PO 2 returned to normal and the 
¡oint pains resolved. Steroid tapering 
was begun. He was discharged 1 2 
days later with a CBC revealing a 
leukocyte count of 6,000 x 1 09/L, 
the differential revealing 54% 
neutrophils, 29% lymphocytes, 15% 
monocytes and 2% eosinophils. The 
hemoglobin was 1 3.6 g/dL and the 
platelet count was 213x10^/L. 

The liver function tests returned to 
normal and his serum IgE level 
decreased to 1 16 lU/ml. The 
patient continued on interferon 
therapy for a total of three years 
without any further complications or 
significant change in the CBC. A 
repeat bone marrow aspiration and 
biopsy revealed no morphologic 
abnormality. Five years after the 
onset of HES he remains well and ¡s 
fully active without any medication. 
His CBC remains essentially 
unchanged, with a differential 
revealing less than 2% eosinophils. 

Díscussion 

The natural history of the HES is 
highly variable. The hematologic 
and clinical manifestations are 
heterogeneous between patients. 
Further rendering the diagnosis 
difficult is the absence of a specific 
test distinguishing between a 
malignant from a nonmalignant 
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process ¡n the HES. This distinction 
would be of the utmost ¡mportance, 
as it would determine the need for a 
specific therapy. Since an elevated 
eosinophil count in itself is not 
deleterious, therapeutic intervention 
would only be required with 
evidence of organ involvement. 
Recently polymerase chain reaction 
(PCR) analysis employing X 
chromosome inactivation has been 
shown to distinguish reactive from 
clonal eosinophilia in female 
patients presenting with HES (9). 
Further refinements of this method 
may allow an accurate diagnosis, 
with earlier therapy of the malignant 
eosinophils. The pathogenesis of the 
HES is mainly a result of the release 
of specific granules and cytokines 
released by the activated eosinophil. 
These substances exert toxicity on 
the host cells and further proliferation 
and activation of eosinophils (4). 

The patient presented with 
múltiple manifestations clearly 
suggestive of a malignant disorder. 
The extremely elevated eosinophil 
counts, the clinical involvement of 
the skin and mucous membranes, 
lungs, joints, and splenomegaly are 
consistent with a myeloproliferative 
disorder. Besides the splenomegaly 
the patient presented with a 
decreased LAP score and elevated 
vitamin B] 2 levels, which are 
characteristic of chronic 
myelogenous leukemia (CML). 
Splenomegaly is seen in 40% of 
patients with HES and abnormalities 
of vitamin B] 2 and LAP score are 
not uncommon (1). Furthermore, 
elevated eosinophil counts are not 
characteristic of CML and it is 
usually associated with the 
Philadelphia chromosome, which 
was not detected in the patient. 

The patient presented with a 
markedly elevated IgE serum level, 
which is seen in 38% of patients 
with HES. It has been suggested that 
in this group of patients the 


eosinophilia is a result of an IgE- 
mediated hypersensitivity response to 
an unknown antigen (3). The 
hypereosinophilia the result of a 
dysregulated proliferation of a clonal 
population of eosinophils stimulated 
by the IgE (9). The fact that the 
patient worked in a cave, exposed 
to bat droppings, fungí and other 
múltiple antigens raises the 
possibility of this being a possible 
precipitating factor. The possible 
antigenic role of the "desensitizing" 
injections also has to be considered. 
In previous reports patients 
presenting with increased IgE levels 
have had an excellent prognosis, not 
requiring any therapy or responding 
promptly to steroids (2, 3). The 
patient not only required treatment 
but was also refractory to steroid 
therapy. Despite the steroids and a 
decrease in the absolute eosinophil 
count with hydroxyurea, symptoms 
progressed. This not only reveáis the 
heterogeneity of the HES but that 
possibly other variables, such as the 
total eosinophil count and organ 
involvement at presentation are more 
significant prognostic factors. 

The patients clinical course 
improved dramatically once 
interferon-alpha therapy was begun. 
Interferon-alpha is one of the several 
naturally occurring proteins 
produced in response to stimulating 
antigens. It has diverse biological 
effects, including modulation of the 
immune system, regulation of 
cytokine expression, and inhibition 
of proliferation. It has been used 
extensively for the treatment of CML, 
where it has been shown to produce 
significant hematological and 
cytogenetic responses in the majority 
of patients (10). 

Several reports have 
demonstrated its efficacy in the HES. 
In most of these reports the patients 
were resistant to conventional 
therapy and almost all had a 
beneficial effect to alpha-interferon 


(2, 4, 8, 11, 1 2). The mechanism 
of action of interferon in the HES is 
unknown. Human eosinophils have 
been found to express a functional 
receptor for alpha-interferon. In 
addition, alpha-interferon has been 
shown to inhibit the release of 
eosinophil granule proteins, a 
possible cause of the organ damage 
in the HES (1 3). However, the 
beneficial effect seen with alpha- 
interferon in distinct hematologic 
malignancies suggests a nonspecific 
common regulatory pathway, such 
as immunomodulation (10). 

In summary, the patient presented 
with an aggressive form of HES 
refractory to conventional therapy. 
Despite the elevated IgE level at 
presentation, suggestive of a good 
prognosis, he clearly had an 
aggressive variant of the HES. This 
demonstrates the diversity of the HES 
and the need for a reliable scoring 
system to classify patients into 
prognostic groups. At present, for 
patients presenting with complicated 
HES, we believe that therapy with 
alpha-interferon should be started 
soon after the initial diagnosis is 
confirmed. 


Summary 

■ 

The hypereosinophilic syndrome 
(HES) is a heterogeneous disease 
characterized by sustained 
eosinophilia for a period of at least 
six months with evidence of organ 
involvement. Its manifestations range 
from a benign disorder not requiring 
any therapy to an aggressive, 
malignant variety refractory to 
common treatments. Diverse 
therapies have been used, including 
steroids, hydroxyurea, and 
chemotherapy, with variable 
responses. Recently alpha-interferon 
therapy has been shown effective in 
this disorder. Of the various 
prognostic factors, elevated serum 
immunoglobulin E (IgE) levels is 
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considered among the most 
favorable, with most patients 
presenting with a "benign" disorder, 
not requiring therapy. We describe 
a patient presenting with an 
aggressive variant of HES despite 
having elevated IgE levels. 

The patient had a dramatic and 
lasting response to alpha-interferon.! 

Resumen 

El síndrome hipereosinofílico 
(SHE) es un desorden heterogéneo 
que se caracteriza por eosinofilia 
persistente por un período de seis 
meses con evidencia de daño de 
órgano. Sus manifestaciones varían 
desde una enfermedad benigna que 
no requiere tratamiento hasta una 
enfermedad maligna que no 
responde a terapias convencionales. 
Se han utilizados varios 
tratamientos, incluyendo esferoides, 
hydroxyurea y quimioterapia, con 
resultados variables. Recientemente, 
se ha demostrado la efectividad de 
¡nterferon-alfa en este desorden. 

De los varios factores de 
pronóstico, el nivel elevado 
de la ¡nmunoglobulina E (IgE) 
se considera uno de los más 
favorables, ya que la mayoría de 
estos pacientes no requiere 
tratamiento. Describimos un 
paciente que presentó una variante 
agresiva del SHE, a pesar de tener 
niveles elevados de IgE. El paciente 
obtuvo una respuesta dramática y 
duradera con tratamiento de 
i nterferon-alfa. 
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Introducing 


Prevnar 



CPT code# 90669 

Risks are associated with all vacdnes, including Prevnar™. Hypersensitivity to any 
vaccine component ¡s a contraindication to its use. Prevnar™ may not provide 100% 
protection against vaccine serotypes or protect against nonvaccine serotypes. 
See Brief Summary of Prescribing Information on the last page for indications 
and usage, dosage and administration, and safety information. 




Help prevent invasive pneumococcal diseases 

Proven effective in a large-scale clinical trial (N=37,816) 1 

• Efficacy against vaccine serotypes: 100% (95% CI: 75.4% to 100%) 

• Efficacy against all pneumococcal serotypes: 90.0% (95% CI: 58.3% to 98.9%) 

A favorable safety profile 1 

• In clinical triáis (n=18,168), the most ffequently reported adverse events included injection 
site reactions, fever (>38C), irritability, drowsiness, restless sleep, and decreased appetite 

Challenging the problem of dmg-resistant Streptococcus pneumoniae 

• The 7 serotypes contained in Prevnar™ (4,6B, 9V, 14,18C, 19F, 23F) may help protect 
against 74% of the penicillin-nonsusceptible pneumococcal infections in children 
<6 years of age in the U.S. 12 

Approved for routine administraron 1 

• Infant administraron at 2,4,6, and 12 to 15 months of age 

Administraron for previously unvaccinated older infants and children 1 

• For infants and children >7 months of age, please see Prescribing Information for 
appropriate dosing schedule 



Pneumococcal 7-valent Conjúgate Vaccine 
(Diphtheria CRM^, Protein) 




Pneumococcal 7-valent Conjugóte Vaccine 
(Diphtheria CRM, 97 Protein) 


References: 1. Prescribing Information for Prevnar", Pneumococcal 7-valent Conjúgate Vaccine 
(Diphtheria CRM, 9 , Protein). Lederle Laboratories, Pearl River, NY. 2. Butler JC, Hofmann J, Cetron MS, 
et al. The continued emergence of drug-resistant Streptococcus pneumoniae in the United States: an update 
from the Centers for Disease Control and Prevention’s Pneumococcal Sentinel Surveillance System. J Infecí 
Dis. 1996;174:986-993. 

% only 

For Intramuscular Injection Only 

See Prescribing Information for complete summary. 

INDICATIONS AND USAGE 

Prevnar- is indicated for active immunization of infants and toddlers against invasive disease caused by 
Streptococcus pneumoniae due to capsular serotypes included in the vaccine (4, 6B, 9V, 14,18C, 19F, 
and 23F). The routine schedule is 2, 4, 6, and 12-15 months of age. This vaccine is not intended to be 
used for treatment of active infection. As wlth any vaccine, Prevnar" may not protect 100% of individuáis 
receiving the vaccine. For additional information on usage, see DOSAGE AND ADMINISTRATION. 
CONTRAINDICATIONS 

Hypersensitivity to any component of the vaccine, including diphtheria toxoid, is a contraindication 
to use of this vaccine. Although a severe or even a modérate febrile illness is sufficient reason 
to postpone vaccinations, minor illnesses, such as a mild upper respiratory infection with or without 
low-grade fever, are not generally contraindications. 

WARNINGS 

THIS VACCINE WILL NOT PROTECT AGAINST S. PNEUMONIAE DISEASE OTHER THAN THAT CAUSED 
BY THE SEVEN SEROTYPES INCLUDED IN THE VACCINE, ÑOR WILL IT PROTECT AGAINST OTHER 
MICROORGANISMS THAT CAUSE INVASIVE INFECTIONS SUCH AS BACTEREMIA AND MENINGITIS. 
Do not give to infants or children with thrombocytopenia or any coagulation disorder that would 
contraindicate intramuscular injection unless the potential benefit clearly outweighs the risk of 
administration. If the decisión is made to administer this vaccine to children with coagulation disorders, 
it should be given with caution. (See DRUG INTERACTIONS.) 

Immunization with Prevnar" does not substitute for routine diphtheria immunization. Healthcare 
professionals should prescribe and/or administer this product with caution to patients with a possible 
history of látex sensitivity since this packaging contains dry natural rubber. 

PRECAUTIONS 

Prevnar- is for intramuscular use only and SHOULD UNDER NO CIRCUMSTANCES BE ADMINISTERED 
INTRAVENOUSLY. The safety and immunogenicity of other routes of administration (e.g., subcutaneous) 
have not been evaluated. 

General 

CARE IS TO BE TAKEN BY THE HEALTHCARE PROFESSIONAL (HCP) FOR SAFE AND EFFECTIVE USE OF 
THIS PRODUCT. 

1. PRIOR TO ADMINISTRATION OF ANY DOSE OF THIS VACCINE, ASK THE PARENT OR GUARDIAN 
ABOUT THE PERSONAL HISTORY, FAMILY HISTORY, AND RECENT HEALTH STATUS OF THE VACCINE 
RECIPIENT. THE HCP SHOULD ASCERTAIN PREVIOUS IMMUNIZATION HISTORY, CURRENT HEALTH 
STATUS, AND OCCURRENCE OF ANY SYMPTOMS AND/OR SIGNS OF AN ADVERSE EVENT AFTER 
PREVIOUS IMMUNIZATIONS IN THE CHILD TO BE IMMUNIZED, IN ORDER TO DETERMINE THE 
EXISTENCE OF ANY CONTRAINDICATION TO IMMUNIZATION WITH THIS VACCINE AND TO ALLOW 
AN ASSESSMENT OF RISKS AND BENEFITS. 

2. BEFORE THE ADMINISTRATION OF ANY BIOLOGICAL, THE HCP SHOULD TAKE ALL PRECAUTIONS 
KNOWN FOR THE PREVENTION OF ALLERGIC OR ANY OTHER ADVERSE REACTIONS. This should 
inelude a review of the patlent's history regarding possible sensitivity; the ready avallability of 
epinephrine 1:1000 and other appropriate agents used for control of immediate allergic reactions; 
and a knowledge of the recent literature pertaining to use of the biological concerned, including the 
nature of side effeets and adverse reactions that may follow its use. 

3. Children with impaired immune responsiveness, whether due to the use of immunosuppressive 
therapy (including irradiation, corticosteroids, antimetabolites, alkylating agents, and cytotoxic 
agents), a genetic defect, HIV infection, or other causes, may have reduced antibody response to 
active immunization. 

4. The use of pneumococcal conjúgate vaccine does not replace the use of 23-valent pneumococcal 
polysaccharide vaccine in children >24 months with sickle cell disease, asplenia, HIV infection, 
chronic illness or who are immunocompromised. Data on sequential vaccination with Prevnar- 
followed by 23-valent pneumococcal polysaccharide vaccine are limited. In a randomized study, 23 
children ¿2 years of age with sickle cell disease were administered either two doses of Prevnar- 
followed by a dose of polysaccharide vaccine or a single dose of polysaccharide vaccine alone; 
safety and immune responses with the combined schedule were similar to polysaccharide vaccine alone. 

5. Since this product is a suspensión containing an aluminum adjuvant, shake vigorously immediately 
prior to use to obtain a uniform suspensión prior to withdrawing the dose. 

6. Use a sepárate sterile syringe and needle or a sterile disposable unit for each individual to prevent 
transmission of hepatitis or other infectious agents from one person to another. Needles should be 
disposed of properly and should not be recapped. 

7. Special care should be taken to prevent injection into or near a blood vessel or nerve. 

DRUG INTERACTIONS 

As with other intramuscular injections, give Prevnar" with caution to children on anticoagulant therapy. 
During clinical studies, Prevnar" was administered simultaneously with DTP-HbOC or DTaP and HbOC; 
OPV or IPV; Hep B vaccines; MMR; and Varicella vaccine. (See Prescribing Information for summary of 
immune response to routine vaccines when administered with Prevnar-.) 

CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILITY 

Prevnar- has not been evaluated for any carcinogenic or mutagenic potential, or impairment of fertility. 

PREGNANCY 

Pregnancy Category C 

Animal reproductive studies have not been conducted with this product. It is not known whether 
Prevnar- can cause fetal harm when administered to a pregnant woman or affect reproductive 
capacity. Prevnar- is not recommended for use In pregnant women. 

Nursing Mothers 

Prevnar - is not recommended for use in a nursing mother. 


PEDIATRIC USE 

Prevnar- has been shown to be usually well-tolerated and immunogenic in infants. The safety and 
efíectiveness of Prevnar- in children below the age of 6 weeks have not been established. Immune 
responses elicited by Prevnar- among infants born prematurely have not been studied. 

GERIATRIC USE 

Prevnar - is NOT recommended for use in adult populations. It is not to be used as a substitute for the 
pneumococcal polysaccharide vaccine in geriatric populations. 

ADVERSE REACTIONS 

Overall, the safety of Prevnar- has been evaluated in a total of five clinical studies in which 18,168 
infants and children received a total of 58,699 doses of vaccine at 2, 4, 6, and 12-15 months of age. 
In addition, the safety of Prevnar - was evaluated in 560 children from four ancillary studies who started 
immunization at 7 months to 9 years of age. (See Prescribing Information for summary of local reactions 
and systemic events reported for the efficacy and all ancillary studies.) 

The majority of the safety experience with Prevnar- comes from the Northern California Kaiser 
Permanente Efficacy Trial in which 17,066 infants received 55,352 doses of Prevnar- and 17,080 children 
received a total of 55,387 doses of the control vaccine (investigational meningococcal group C 
conjúgate vaccine [MnCC]), along with other routine childhood vaccines through April 1998. Local 
reactions and systemic events occurring within 48 hours of each dose of vaccine were ascertained by 
scripted telephone interview on a randomly selected subset of approximately 3,000 children in each 
vaccine group. The rate of relatively rare events requiring medical attention was evaluated across all 
doses in all study participants using automated databases. 

For subjeets who received Prevnar- at 2, 4, 6, and 12-15 months of age, the occurrence of local 
reactions, such as erythema, induration, tenderness, and any interference with limb movement, were 
described. Additionally, limited data on local reactions in previously unvaccinated older children were 
described. (See Prescribing Information for complete summary.) 

With vaccines in general, including Prevnar-, it is not uncommon for patients to note within 48 to 72 
hours at or around the injection site the following minor reactions: edema; pain or tenderness; redness, 
inflammation or skin discoloration; mass; or local hypersensitivity reaction. Such local reactions are 
usually self-limited and requlre no therapy. As with other aluminum-containing vaccines, a nodule may 
occasionally be palpable at the injection site for several weeks. 

Systemic events included fever, irritability, drowsiness, restless sleep, decreased appetite, vomiting, 
diarrhea, fussiness, and rash or hives. (See Prescribing Information for complete summary.) 

The following events were reported within 3 days of a dose during follow-up from October 1995 through 
April 1998 of the 17,066 subjeets who received at least one dose of F^ffevnar- in the efficacy trial. There 
were 24 hospitalizations (for 29 diagnoses) as follows: bronchiolitis (5); congenital anomaly (4); elective 
procedure, UTI (3 each); acute gastroenteritis, asthma, pneumonía (2 each); aspiration, breath holding, 
influenza, inguinal hernia repair, otitis media, febrile seizure, viral syndrome, well child/reassurance (1 
each). There were 162 emergeney room visits (for 182 diagnoses) as follows: febrile illness (20); acute 
gastroenteritis (19); trauma, URI (16 each); otitis media (15); well child (13); irritable child, viral syndrome 
(10 each); rash (8); croup, pneumonía (6 each); poisoning/ingestion (5); asthma, bronchiolitis (4 each); 
febrile seizure, UTI (3 each); thrush, wheezlng, breath holding, choking, conjunctivitis, inguinal hernia 
repair, pharyngitis (2 each); colic, colitis, congestive heart failure, elective procedure, hives, influenza, 
ingrown toenail, local swelling, roséola, sepsis (1 each). 

One case of a hypotonic-hyporesponsive episode (HHE) was reported in the efficacy study following 
Prevnar- and concurrent DTP vaccines in the study period from October 1995 through April 1998. Two 
additional cases of HHE were reported in four other studies, and these also occurred in children who 
received Prevnar - concurrently with DTP vaccine. 

In the Kaiser efficacy study, seizures were reported in 8 Prevnar- recipients and 4 control vaccine 
reclpients within 3 days of immunization. Of the 8 Prevnar- recipients, 7 received concomitant DTP- 
containing vaccines and one received DTaP. Of the 4 control vaccine recipients, 3 received 
concomitant DTP-containing vaccines and one received DTaP. In the other 4 studies combined, in 
which 1,102 children were immunized with 3,347 doses of Prevnar- and 408 children were immunized 
with 1,310 doses of control vaccine (either investigational meningococcal group C conjúgate vaccine 
or concurrent vaccines), there was one seizure event reported within 3 days of immunization. This 
subject received Prevnar- concurrent with DTaP vaccine. 

Twelve deaths (5 SIDS and 7 with clear alternative cause) occurred among subjeets receiving 
Prevnar-, of which 11 (4 SIDS and 7 clear alternative cause) occurred in the Kaiser efficacy study from 
October 1995 until April 20,1999. In comparison, 21 deaths (8 SIDS, 12 clear alternative cause, and one 
SIDS-like death in an older child) occurred in the control vaccine group during the same time period in 
the efficacy study. 

In a review of all hospitalizations between October 1995 and August 1999 in the efficacy study for the 
specific diagnoses of aplastic anemia, autoimmune disease, autoimmune hemolytic anemia, diabetes 
mellitus, neutropenia, and thrombocytopenia, the numbers of such cases were either equal to or less 
than the expected numbers based on the 1995 Kaiser Vaccine Safety Data Link data set. 

DOSAGE AND ADMINISTRATION 
Vaccine Schedule 

For infants, the immunization series of Prevnar- consists of three doses of 0.5 mL each, at approximately 
2-month intervals, followed by a fourth dose of 0.5 mL at 12-15 months of age. The customary age for 
the first dose is 2 months of age, but it can be given as young as 6 weeks of age. The recommended 
dosing interval is 4 to 8 weeks. The fourth dose should be administered at least 2 months after the third dose. 

Previously Unvaccinated Older Infants and Children 

For previously unvaccinated older infants and children, who are beyond the age of the routine infant 
schedule, the following schedule applles: 


Age at First Dose 

Total Number of 0.5 mL Doses 

7-11 months of age 

3’ 

12-23 months of aqe 

2' 

> 24 months through 9 years of age 1 


* 2 doses at least 4 weeks apart; third dose after the one-year birthday, separated from the second dose 
by at least 2 months. 
t2 doses at least 2 months apart, 


(See Prescribing Information: CLINICAL PHARMACOLOGY section for the limited available 
immunogenicity data and ADVERSE EVENTS section for limited safety dala corresponding to the 
previously noted vaccination schedule for older children.) 

Safety and immunogenicity data are either limited or not available for children in specific high risk 
groups for invasive pneumococcal disease (e.g., persons with sickle cell disease, asplenia, HlV-infected). 
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¿ít lidies Cu íjinaúes: 


Profile of Internet Users: 

Survey of the Surgical Section of the AAP 


Humberto Lugo-Vicente, MD, FACS, FAAP 
San Juan, Puerto Rico 


Abstract 

Background : Communication through 
electronic networks is becoming a 
most useful resource of health core 
providers. 


sharing solo (prívate) practíce (p = 
0.006). Two-third of internet servíce 
providers were university-based (-edu) 
or hospital organizations (-org) with a 
younger age group (48 yrs, p = 
0 . 000001 ). 


Purpose: Establish the demographic 
and professional profile and identify 
the internet Service provider of members 
of the Surgery Section of the 
American Academy of Pediatrics 
(AAP). 


Materials: A short survey questionnaire 
incTuding variables of age, gender, 
years of experience, type of practice 
and internet Service provider was 
mailed to all members of the Surgical 
Section of the AAP. Two-hundred and 
six responses of 588 (35%) were 
received and analyzed. 


Results: Mean age of the group was 
52 years of which 88% were male 
and 1 2% female (7.5:1). The group 
had an average of eighteen years of 
practice; 1 85 members (90%) have 
access to Internet and 1 88 (92%) use 
it mainly for e-mailing from either 
home (25%), hospital/office setting 
(30%) or both (42%). Twenty-three 
percent of member were willing to 
receive section news and 
correspondence by electronic means, 
by print-mail 34% and both 44%. 
Overa II type of practice was prívate 
2 1 %, University 54% or combined 
23%. No access to internet means 
an older member (57 yrs, p = 0.02) 


S&D-dusions: E-mailing is becoming 
the preferred method of communi¬ 
cation among many members of the 
Section of Surgery of the AAP. Net 
accessibility through University or 
Children Hospital servers account for 
the high number of young members 
in this practice setting.\ 

Key words: internet, surgery section, 
American Academy of Pediatrics 


"nternet, the largest network of 
connected computers, is producing a 
profound influence in the delivery of 
health care systems. Basic resources 
of this technology are electronic 
mailing (E-mailing), discussion groups 
(news groups and list servers), file 
transfer, and its crowning glory, the 
World Wide Web. 1 It has been 
suggested that pediatric surgeons use 
this net-work mainly as a 
communication tool. 


The aim of this report is establishing 
the demographic and professional 
profile as well as the internet Service 
provider of physician members of the 
Surgery Section of the American 
Academy of Pediatrics (AAP). 


Materials 

A short survey questionnaire that 
included variables of age, gender, 
years of experience after training, 
type of practice and ¡nternet Service 
provider was mailed in 1 997 to all 
members of the Surgical Section of 
the AAP after approval from the 
executive committee. Two-hundred 
and six replies from 588 members 
(35% response rate) were received 
and analyzed. 

Analysis of the data was done 
using EPI-INFO statistical package 
(CDC, Atlanta). A probability less 
than 0.05 was considered statisti¬ 
cal ly significant where applicable. 
All results were expressed as mean 
+/- standard deviation. 


Results 

The mean age of the group was 
52 years; 88% were males and 1 2% 
female (7.5:1). This figure 
corresponds similarly to the actual 
gender distribution within the surgery 
section of the AAP. A fair distribution 
in years of practice into those less 
than ten years (28%), between 10- 
20 (33%) and more than twenty 
years (39%) was found. With an 
average of eighteen years of 
practice, 1 88 pediatric surgeons 
(92%) have access to Internet and 
1 85 (90%) use it mainly for 
electronic mailing from either home 


* 
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(25%), hospital/office setting (30%) 
or both (42%). 

Regarding the ¡ssue of E-ma¡l utility, 
members willing to receive section 
news and correspondence by 
electronic means were 23%, by 
printed-mail 34% and by both means 
44%. Older members ¡nsisted on 
receiving printed ¡nstead of electronic 
material (age = 55 y/o, p = 

0.002). 82% of the group was 
willing to inelude their e-mail address 
within the AAP web pages. Older 
members would not inelude the 
electronic address (age 57 y/o, p = 
0 . 001 ). 

Overall the type of practice was 
prívate 21 %, University 54% or 
combined 23%. No access to 
internet portrays an older member 
(57 yrs; p = 0.02) sharing solo 
(prívate) practice (p = 0.006). Two- 
third of internet Service providers is 
university-based (-edu) or hospital 
organizations (-org) within a younger 
age group (48 yrs, p = 0.000001). 

Discussion 

A substantial number of members 
of the surgery section of the AAP 
have internet access. Main use is 
electronic communication along with 
list server discussion groups. The 
swift, reliable and economical 
method of access along with the 
pressure exerted by a younger 
population of physicians have forced 
health carers to take hands-on 
computer-based technology. List 
server discussion creates a perfect 
environment to consult colleagues on 
a clinical problem, send draft of a 
paper for peer revisión, read ¡ournals 
without paying subscription rates, 
maintain your continuing medical 
education credits, and retrieve 
anything the same day that it is 
published online. 2 It will become an 
essential tool in medical research, 
teaching medical students, clinical 
practice, postgraduate studies, and 
continuing medical education. It is a 
constant forum for exchange of 
¡deas, difficult cases, consensus on 


management, and development of 
our specialty. 

By re-architecturing the workplace 
pediatric surgeons have anticipated 
the informatics capabilities of this 
computer-based technology creating 
a new visión of work and 
organizaron in such areas as 
Service, teaching and research. 

Our survey demonstrates that there is 
a rapid growth of Computer based 
electronic communication and the 
new generation of pediatric surgeons 
feel comfortable with the electronic 
transfer of information, a trend in 
health care already foreseen by 
others. 3 Electronic communication 
may create a strong alliance of 
pediatric surgeons around the world. 4 

Internet Service providers (ISP) 
among members are either prívate or 
universities based. The Service 
provider will give access to the Net 
using a local or toll-free telephone 
number. Some inelude web space 
with the monthly rate offer. A 
university-based ISP usually provides 
Service for a nominal or none rate. 
Electronic addresses of such users 
usually end in the suffix -edu. Most 
physicians with internet access have 
it through academic affiliation. 5 

Resumen 

Las comunicaciones electrónicas 
son el recurso de mayor utilidad 
para los proveedores de salud. 

El propósito de este estudio consistía 
en establecer las características 
demográficas y profesionales e 
identificar proveedores de servicios 
de internet que utilizan los miembros 
de la Sección de Cirugía de la 
Academia Americana de Pediatría. 
Se envío un cuestionario a todos sus 
miembros que incluía variables como 
edad, sexo, años como cirujano 
pediátrico, tipo de practica y 
proveedor de servicio de internet. 

Se recibieron y analizaron 206 
respuestas (35%) de 588 miembros. 
La edad promedio del grupo fue de 
52 años; 88% eran varones y 1 2% 
hembras (proporción 7.5 a 1). 


Con un promedio de 1 8 años en 
práctica quirúrgica, 1 85 miembros 
¡90%) tienen acceso a Internet y 1 88 
(92%) utiliza correo electrónico 
desde su casa (25%), el hospital/ 
clínica (30%) o en ambos sitios 
(42%). 23% de los miembros desean 
recibir su correspondencia y noticias 
de la sección quirúrgica por medios 
electrónicos, por correo postal 34% y 
por ambos medios 44%. En general, 
el tipo de práctica es privada en 
21 % del grupo, asociada a una 
Universidad 54% o combinada en 
23%. Miembros mayores (edad 57 
años, p = 0.02) en práctica privada 
sola (p = 0.006) no tenían acceso a 
Internet. Dos-terceras partes de los 
proveedores de Internet eran de la 
Universidad (-edu) o del Hospital en 
que trabajaban (-org) siendo un 
grupo de personas mas jóvenes 
(48 años, p = 0.00001). El correo 
electrónico se ha ido convirtiendo en 
el método preferido de 
comunicación entre muchos 
miembros de la Sección de Cirugía 
de la Academia Americana de 
Pediatría. El acceso a través de las 
Universidad o los Hospitales 
Pediátricos es responsable de este 
alto número de miembros 
conectados. 
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Treatment of Primary Cardiac Malígnemeles wíth 
Orthotopíc Heart Transplantatíon 
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Rosa M.'Cintrón-Maldonado, M.D.; ThomasJ. Forbes, M.D. 


Abstract 

Objective: Heart transplantatíon has 
become avaílable as a possíble 
treatment for patíents wíth 
malígnancies. Primary cardiac 
malignant tumors are extremely rare 
cut several patients have been 
treated with this modality. Whether 
survival is improved over the direct 
removal of tumor or heart 
transplantatíon is not known. We 
compíled data regarding malignant 
crimary heart tumors that have been 
treated at various transplant centers 
in order to determine if early 
diagnosis and treatment with 
cardiac transplantatíon has resulted 
in an improved mortality. 

Methods: A total of 173 
questionnaires were sent to the heart 
transplant centers across the United 
States and Cañada inquiring about 
those patients who were found to 
nave a primary cardiac malignant 
tumor and who underwent heart 
transplantatíon. Cases reported in 
the literature, which had undergone 
transplantatíon, were also reviewed 
by a search in MEDLINE. 

Results: Twenty-four cases were 
collected. The overall survival time 
was from 1 month to 66 months. 

The actuarial survival was 54% at 


1 2 months, 45% at 24 months and 
35% at 36, 48 and 60 months 
respectively. Metastases were 
present in 10 out of the 14 
deceased patients, possibly being 
one of the major factors affecting 
survival. Only 1 living patient 
developed metastases. 


Conclusión: Survival rates of 
patients with primary cardiac 
malígnancies treated with resection, 
radiation, chemotherapy, or a 
combination of them (conventional 
therapy) versus heart transplantatíon 
are similar. Early diagnosis and 
resection are the most important 
factors for a better outeome, 
however these factors will not 
guarantee success since the 
presence or development of 
metástasis is a major contributor to 
death in both groups of patients.j 


Introduction 

FJ rimarv cardiac malignant 
•tumors are rare and frequently lethal, 
however, early recognition may lead 
to treatment, which in some 
instances might lead to a cure. 

The clinical outeome is dependent 
upon many factors including the type 
of tumor and its early recognition. 
The purpose of this study is to 


compile data of all malignant 
primary heart tumors that have been 
treated at transplant centers in order 
to determine if treatment with 
cardiac transplantatíon has resulted 
in an improved mortality. 


Methods 

Major transplant centers in the 
United States and Cañada were 
surveyed for those patients who 
were found to have a primary 
cardiac malignant tumor and who 
underwent cardiac transplantatíon. 
Information on survival times and 
the presence of metastases was 
requested to determine if this mode 
of treatment was likely to be 
successful. Personal, telephonic 
and electronic mail Communications 
were used to gather data. 

Cases reported in the literature 
which had undergone 
transplantatíon were also reviewed 
by a search in MEDLINE. 

A total of 168 letters were sent to 
the transplant centers in the United 
States and 5 letters were sent to 
centers in Cañada. Calculations 
were derived from data only on 
those patients for whom information 
was avaílable. Actuarial survival 
was obtained by the Kaplan-Meier 
method. 
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Results 


The response rafe for the 173 
letters sent was 75.5 %. Twenty-four 
patients with primary cardiac 
malignancies were transplanted, 
(Tables 1 and 2) and all were 
reported as having no known 
metastases prior to the transplant. 

Of these 24 cases who underwent 
heart transplantation 7 had 
angiosarcomas, 3 lymphomas, 2 
leiomyosarcomas, 2 osteosarcomas, 
2 histosarcomas, 2 undifferentiated 
sarcomas, 2 fibroma/sarcoma, and 
4 had another miscellaneous 
histologic type of tumor. Two cases 
were reported as having malignant 
potential, thus included in this study. 

The mean age at the time of 
diagnosis was 34 years oíd, with a 
range of 7.5 to 64 years of age. 
This study included 1 3 males (54%) 
and 1 1 femóles (46%). The overall 
median survival time was 1 2 months 
from the time of transplant, with a 
range of 1 month to óó months. Ten 
of these patients were alive and 14 
were deceased at the time of this 
report. Follow up information was 
unavailable for one patient. The 


Table 1: Patients Treated with Heart Transplantation- ALIVE 

Type of Tumor 

Age/Sex 

Locatíon 
of Tumor 

Waiting 

Time for 
transplant 

Tumor 

Free Margins 

Chemo 

Radio 

Survival Time 

Since Transplant 
(months) 

Metástasis/ 

Location 

Angiosarcoma (16) 

42/F 

LA 

10 mo 

Yes 

Yes 

Yes 

6 

No 

Neuroectodermal (17) 

63/M 

Septum RV 

5mo 


No 

No 

12 

No 

Myxosarcoma (16) 

42/F 

LA 

27 mo 


Yes 

No 

16 

No 

Sarcoma (18) 

—/M 

- 

- 


- 

- 

20 


B cell lymphoma 

8/M 

• 

- 


- 

- 

21 

No 

Angiosarcoma (19) 

34/M 

- 



Yes 

Yes 

33 

No 

Fibroma* (20) 

49/F 

LA 

21 mo 

Yes 

No 


38 

No 

Fibrosarcoma (21,22) 

31/F 

Pericardium RV, LV 

3 days 

Yes 

Yes 


48 

Lung 

Pheocromocytoma* (20) 

27/F 

Epicardium LA, LV 

6 mo 

Yes 

No 

• 

60 

No 

Neurofibrosarcoma (23) 

43/F 

RV 

- 

• 

No 

No 

66 

No 


KEY M = Male RA = Right Atrium 

* = Considerad malignant F = Female RV = Right Ventricle 

= No Information LA = Left atrium LV = Left Ventricle 


Graph 1: Actuarial Survival For All Patients 
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actuarial survival was 54% (1 3) at 
1 2 months, 45% (5) at 24 months, 
35% at 36, 48 and 60 months 
respectively (2 per year). (Graph 1) 
The median survival time for the 
group living (Table 1) is 27 months, 
with a range of ó to 66 months. 


For the deceased group, (Table 2) 
the median survival time was 10.75 
months with a range of 1 to 36 
months. Ten of the 14 who died had 
documented metastases. Only 1 of 
the surviving patients had metástasis. 
Information about metástasis was not 
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available ¡n 2 patients. Commonly 
the chambers ¡nvolved were the atria 
with 15 (62.5%) tumors, and the 
ventricles, with 1 1 (46%). 
Chemotherapy was given to 1 2 
patients: 4 alive (33%), and 8 of the 
dead group (67%). Only 2 patients 
were known to have received 
radiotherapy. Tumor-free margins 
were reported in 6 (25%) patients 
only. Of the 6 patients who had 
I tumor-free margins the 2 who did not 
receive chemotherapy or radiothe¬ 
rapy had longer survival times. 

I We also analyzed severaI pu- 
blished papers in which diagnosis, 

I survival, and conventional treatment 
I (resection, chemotherapy, radio- 
I therapy, or combination) were 
i discussed (Table 3). A total of 104 
I tumors were found in 54 males and 
I 50 femóles. The most common types 
I were 21 rhabdomyosarcomas, 20 
j angiosarcomas, 1 1 fibrous neo- 
I plasms, 10 myxosarcomas, and 10 
\ histosarcomas. The most common 


chambers of appearance in this 
group of patients were the atria with 
82 (79%) tumors in total. Surgical 
intervention or biopsy was carried 
out in 86 patients. Complete 
excisión was reported in only 21 of 
the 86 cases. Chemotherapy was 
administered to 52 patients and 
radiotherapy to 15 patients. 
Approximately 50 of the patients 
treated with chemotherapy died 
within 24 months. The survival rates 
were 32% at 1 2 months, 23% at 24 
months, and 9% at 36 months. 

At least 5 (5%) patients survived 
more than 48 months. 


Discussion 

McAllister and Fenoglio (1) found 
an incidence of primary tumors of 
the heart to range between 
0.001 7 % and 0.28% based on 
autopsy studies. Reynen, et al, (2) 
analyzed autopsy studies reported in 
the literature and found an incidence 


of 0.02% corresponding to 200 
tumors in 1 million autopsies; of 
these tumors, approximately 25% 
were malignant. 

Sarcomas are the largest group of 
primary cardiac malignant 
neoplasms.(3-5) Of these sarcomas, 
angiosarcomas are the most 
common histologic type which are 
reported to occur more commonly 
in males than females (4) and are 
often found in the right atrium, 
frequently extending to the 
pericardium, vena cava, or tricuspid 
valve. Metastases are common and 
often widespread. Other neoplasms 
inelude rhabdomyosarcomas, 
osteosarcomas, fibrosarcomas, 
lymphomas and miscellaneous 
histologic types. (1,6) The signs 
and symptoms of these tumors at 
presentation are generalized and 
non-specific. 

Although the incidence of primary 
cardiac malignant tumors is very 





Table 2: Patients Treated with Heart Transplantation 

DEAD 




Type of Tumor 

Age/Sex 

Location 

Waiting 

Tumor 

Chemo 

Radio 

Survival Time 

Metástasis/ 


of Tumor 

Time for 

Free Margins 



Since Transplant 

Location 





transplant 



(months) 



Burkitts lymphoma 

18/M 


- 

. 

Yes 

No 

1 

No 


Angiosarcoma (24) 

29/F 

RA 

8 mo 

Yes 

Yes 

No 

2 

Lungs, Pleura 


Sarcoma (16) 

64/M 

RV, LV 

2 mo 


No 


2.6 



Synovial sarcoma (15) 

31/F 

RA, LA, LV 

2 mo 

- 

No 

No 

3 

Mediastinum, 










left hemithorax 


Histocytofibroma (25) 

35/M 

LA 

25 mo 


Yes 

No 

4 

Inferior Vena Cava 


Angiosarcoma (14) 

31/M 

RA 

2 mo 

Yes 

Yes 

No 

8 

Brain, Bone, Liver 


Angiosarcoma (14) 

32/M 

RA 


- 

Yes 

No 

10 

Brain 


Leiomyosarcoma 

7.5/M 

RA 

28 mo 




11.5 

No 


Osteosarcoma 

28/F 

LA 

1 mo 

No 

No 

No 

11.5 

Brain, Heart 


Leiomyosarcoma 

9/M 

RV 



- 

- 

11.5 

No 


Angiosarcoma (26) 

27/F 

RA 

8 mo 


Yes 

No 

12 

Lungs 


Angiosarcoma (20,27-29) 

13/M 

RA,Septum 

- 

No 

Yes 


14.5 

Mediastinum 


Lymphoma (30) 

57/F 

RA, RV, LV 

9 days 

No 

Yes 

- 

15 

Bone Marrow 


Histosarcoma 

61/F 

- 

- 


‘ 


36 

Lung 


KEY 


F = Female 

RV = 

Right Ventricle 






= No Information 


LA = Left Atrium 

LV = 

Left Ventricle 






M = Male 


RA = Right Atrium 
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small, the majority of these tumors 
occur in young adults. These 
patients are usually otherwise 
healthy and should be favorable 
candidates for ¡ntensive therapy. 


Poole, et al, (7) reviewed the 
medical literature up to 1983 and 
reported on 28 patients (mean age 
of 31.4 years) in whom excisión of 
the primary cardiac malignancy was 


attempted. Of the 25 patients who 
were followed, 1 1 sur vi ved for 1 2 
months or longer, with a survival rate 
of 44% at 1 2 months. Radiation 
therapy was given to some patients 




Table 3 

: Patients Treated with Conventional Therapy 




Author 

Age 

Sex Time from 

Type 

Location 

Resection Chemo Radio 

Survival 

Mets/ 

Comments 



presentaron 
to diagnosis 

of tumor 

of tumor 




Recurrence 


Perchinsy (31) 

. 

7M:7F Mean 

Rhabdo-5 

LA-7 

All All 

- 

All died 

12 died 




16mo 

Fibro-2 

RA-6 

(Complete 


clyear 

of mets 




Range 

Leiomyo-2 

LV-1 

1 in 5) 







2-48mo 

Myxo-2 










Synovial-2 










Angio-1 







Rodríguez (32) 

Mean 

4M:2F Mean 

Sarcoma-3 

RA-1 

1 All 

- 

Range 

- 

Lymphoma 


47yrs 

5mo 

Lymphoma-2 

RV-1, LV-1 



1-12 mo 


alive and 


Range 


Meso-1 

Pericard-1 





well 9yrs 


33-76yrs 



PA-1 





post-surgery 
and chemo 

Molina (33) 

Mean 

11 M:1 OF - 

Rhabdo-6 

RA-19 

9 8 

. 

Mean 

26% had mets 

2 Myxosar 


35.7yrs 


Angio-4 

PA-1 



6 mo 

at time of 

survived 


Range 


Myxo-3 

LV-2 



Range 

diagnosis 

4.5yrs and 


4-67yrs 


Fibro-2 

Spindle cell-3 
other-4 

AO 



2-9mo 


5.25yrs 

Takach (34) 

Mean 

2M:1F 

Sarcoma-1 

RV 

All 2 

- 

10.3yrs 

. 

Sarcoma 


8.1yrs 


Fibro-1 

RA 

(Complete 


2.3yrs 


alive 10.3yrs 


Range 


Rhabdo-1 

LA 

in 2) 


6 mo 


post 


3-14yrs 








complete 










resection, 
no chemo 

Bear 

Mean 

5M:6F 

Angio-4 

RA-5, LA-3 

8 biopsy 

1 

Mean 

- 

1 patient 

& Moodie (35) 

44yrs 


MH-3 

RV-1 

3 excisión 


9.7mo 


alive well 


Range 


Meso-2 

LV-1 





5yrs post- 


26-63yrs 


Rhabdo-1 

PA-1 





radio 




Lymphoma-1 

Pericad-1 






Putnam (8) 

Range 

11M:10F - 

Angio-7 MFH-7 

LA-12 

20 14 

None 

14% alive 

. 

2 lost to 


3mo-64yrs 


Rhabdo-2 

RA-7 

(Complete 


at 24mo 


follow up; 




Leiomyo-1 

RV-5 

in 11) 


Median 


5alive>24mo 




Sarcoma-1 

Myxosar-1 

Fibromyxo-1 

LV-2 



limo 


lalive>36mo 

Poole (7) 

Mean 

14M:14F Mean 

Rhabdo-6 

LA-11 

28 8 

13 

Mean 

11 mets 

10 dieddyr; 


31.4yrs 

4mo 

Fibro-5 

RA-7 



14mo 

6 recurrence 

7 alive with 


Range 

Range 

Myxo-4 

RV-6 



Range 


a range 


3wks- 

0.2-18mo 

Angio-4 

PA-1 ,PV-2 



2-55mo 


2-30mo; 


70yrs 


0steo-2 

Septum-1 





11 survived 




0ther-7 






>2yrs 

KEY 


LA = Left Atrium 

PA = Pulmonary artery 

Rhabdo = 

Rhabdomyosarcoma 

Chemo = Chemotherapy 

= No Information 

RA = Right Atrium 

Ao = Aorta 


Leiomyo = 

Leiomyosarcoma 

Radio = Radiotherapy 

M = Male 


RV = Right Ventricle 

Pericard = Pericardium 

Angio = Angiosarcoma 


mets = metástasis 

F = Female 


LV = Left Ventricle 

MFF1 = Malignant fibrohistosarcoma Myxosar = 

Myxosarcoma 

mo = months 



















Graph 2: Treated with Chemotherapy 



Chemotherapy 


° No 

A No-censored 
° Yes 

▼ Yes-censored 


Survival Time Since Transplant (months) 


with an apparent benefit and 
prolongation of life. Chemotherapy, 
on the other hand, did not affect 
survival. The causes of death 
¡ncluded both metastatic disease 
and local recurrence with 
impairment of cardiac function. 
Putnam et al, (8) reported an 
actuaría! survival of 14% at 24 
months for 21 patients with primary 
sarcomas of the heart who were 
treated with resection, 
chemotherapy, or combination of 
both. In our patient population, 
(Graph 2) the use of chemotherapy 
might have been related to a 
worse outcome. However, this 
information should be taken 
cautiously since the patients treated 
with chemotherapy could have been 
sicker or have a more aggressive 
type of tumor. 

Development of a malignant 
neoplasm after any heart transplant 
¡s a well-recognized entity (9-1 2). 
Post-transplant lymphoproliferative 
disease (PTLD) is one example of 
these malignancies with an 


incidence of 3.4% (1 3). Whether 
micrometastases from the initial 
primary cardiac malignancy might 
also be encouraged to grow by the 
immunosuppressive therapy is a 
matter of conjecture at this point. 
Nevertheless, current evidence 
strongly suggests that this is the 
case (14,15). Crespo et al. (14) 
described two cases of heart 
transplantation for cardiac 
angiosarcomas who died at 8 
and 1 0 months after transplantation 
with múltiple brain metastases. 

They felt that immunosuppressive 
treatment encouraged the growth 
of the metastatic disease with the 
spread of micrometastases. 

Of the cases we collected, 1 1 
patients had metastatic disease, 

10 of which subsequently died. 
Actuarial survival for both groups is 
shown in Graph 3. The sites of 
metastases ¡ncluded brain, 
mediastinum, lung, the donor heart, 
bone marrow and lymph nodes. 

To our knowledge, none of the 
patients in the heart transplant 
group developed new malignancies 


or post-transplant lymphoprolife¬ 
rative disease. 


Conclusión 

Although known malignancy has 
previously been a contraindication 
for heart transplantation, several 
patients with malignant primary 
heart tumors have received this 
treatment modality. Based on the 
survival rates obtained in this study, 
when compared to the survival of 
patients treated with conventional 
therapy (resection, radiation, 
chemotherapy, or combination), 
heart transplantation cannot be ruled 
out as a treatment for primary 
cardiac malignant neoplasms based 
on long term survival of several 
patients. In spite of the previous 
considerations, continued concerns 
of this treatment modality are: (i) the 
development of new tumors or 
recurrences in survivors due to 
the fact that the current 
immunosuppressive treatment 
encourages the growth of 
micrometastases, (ii) the inability of 
obtaining tumor-free margins at the 
time of resection or transplantation, 
(iii) the delay in diagnosis and 
transplantation, (iv) and the scarcity 
of donor hearts. In the United States, 
the average wait for an adult is ó to 
1 2 months with approximately 25 to 
30 % expiring while awaiting for a 
heart transplant. Early diagnosis and 
complete resection are important 
factors toward a better outcome, but 
they still will not guarantee success 
since the presence or development 
of metástasis is a major contributor 
to death in these patients. 

The addition of chemotherapy and 
radiotherapy to improve survival is 
equivocal at this time. It will be 
important to continué to collect data 
concerning conventional treatment 
and/or heart transplantation for 
primary cardiac malignant tumors 
to determine the best therapeutic 
approach for these patients. 
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Abstracto 


Graph 3: Development of Metástasis 



Survival Time Since Transplant (months) 


Los transplantes de corazón se 
han realizado en varios pacientes 
con neoplasias malignas primarias 
del corazón. En este estudio se 
reúnen y evalúan los casos de este 
tipo que se han realizado en 
centros de transplante de los Estados 
Unidos de América y Cañada. 
Veinticuatro casos se descubrieron. 

La sobrevivencia general es de 
1 a 66 meses después del 
transplante. La sobrevivencia actual 
es de 54% a 1 2 meses, 45% a 24 
meses y 35% a 36, 48 y 60 meses, 
respectivamente. Estos datos indican 
que el ofrecer un transplante de 
corazón a un paciente con una 
neoplasia maligna primaria 
cardiaca no se puede descartar 
completamente como alternativa 
terapéutica. 
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cardiac/ heart transplantation 
cardiac/ heart neoplasm 
malignant neoplasm/ tumors 
orthotopic heart transplant 
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The effect of LIPITOR on cardiovascular 
morbidity and mortality has not been determined. 



Results across key parameters 

Lowers LDL-C 39 % to 60 % 

Lowers triglycerides 19 % to 37 % 

Raises HDL-C 5 % to 9 % 

based on mean changes in placebo-controlled triáis 
of LIPITOR 10 to 80 mg 

More power than Zocor® 
Pravachol® and Mevacor® 

in head-to-head triáis to lower LDL-C 
at starting doses 13 * 

Versátil¡tv in a broad range of 
hypercholesterolemic patients 

In clinical triáis, the most common adverse events were constipation, flatulence, 
dyspepsia, and abdominal pain. 

As with any statin, it is recommended that liver function tests be performed before the 
initiation of treatment, at 6 and 12 weeks after initiation of therapy or elevation in dose, 
and periodically thereafter. 

LIPITOR is contraindicated in patients with hypersensitivity to any component of this 
medication; in patients with active liver disease or unexplained persistent elevations of 
serum transaminases; in women during pregnancy and in nursing mothers. 

Myopathy should be considered in any patient with diffuse myalgias, muscle tenderness or 
weakness, and/or marked elevation of creatine phosphokinase (CPK). Patients should be 
advised to report promptly unexplained muscle pain, tenderness, or weakness, particularly 
if accompanied by malaise or fever. Atorvastatin therapy should be discontinued if markedly 
elevated CPK levels occur or myopathy is diagnosed or suspected. 

*The impact on clinical outcomes of the differences ¡n llpld-alterlng effects between these treatments ¡s not known. This 
statement does not compare the effects of LIPITOR 10 mg and higher doses of slmvastatln, pravastatin, and lovastatln. 
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Lipitor™ (Atorvastatin Calcium) Tablets 

Brief Summary of Prescribing Information 

CONTRAINDICATIONS: Active liver disease or unexplamed persistent elevations of serum transammases 
Hypersensitivity to any component of this medication Pregnancy and Lactation: Atherosclerosis is a 
chromc process and discontinuation of lipid-lowermg drugs durmg pregnancy should have little impact on 
the outcome of long-term therapy of primary hypercholesterolemia Cholesterol and other products of 
cholesterol biosynthesis are essential components for fetal development (includmg synthesis of steroids 
and cell membranes) Smce HMG-CoA reductase mhibitors decrease cholesterol synthesis and possibly 
the synthesis of other biologically active substances derivad from cholesterol, they may cause fetal harm 
when admimstered to pregnantwomen. Therefore. HMG-CoA reductase inhibitors are contraindicated 
during pregnancy and in nursmg mothers ATORVASTATIN SHOULD BE ADMINISTERED TO WOMEN OF 
CHILDBEARING AGE ONLY WHEN SUCH PATIENTS ARE HIGHLY UNLIKELYTCXCONCEIVE ANO HAVE 
BEEN INFORMED OF THE POTENTIAL HAZARDS. If the patient becomes pregnant while takmg this drug, 
therapy should be discontinued and the patient apprised of the potential hazard to the fetus 
WARNINGS: Liver Dysfunction — HMG-CoA reductase inhibitors, like some other lipid-lowermg therapies, 
have been associated with biochemical abnormalities of liver function Persistent elevations (>3 times the 
upper lirnrt of normal [ULN] occumng on 2 or more occaskms) in serum transammases occurred m 0 7% 
of patients who received atorvastatin in clinical triáis The incidence of diese abnormalrties was 0.2%. 
0.2%. 0.6%. and 2.3% for 10. 20. 40. and 80 mg. respectrvefy One patient in clinical triáis developed |aun- 
dice. Increases in liver function tests (LFT) in other patients were not associated with |aundice or other 
clinical signs or symptoms Upon dose reduction. drug mterruption, or discontinuados transammase levels 
returned to or near pretreatment levels without sequelae. Eighteen of 30 patients with persistent LFT eleva - 
tions contmued treatment with a reduced dose of atorvastatin It is recommended that liver function tests 
be performed befare the ¡nüiation of treatment at 6 and 12 weeks after imtiatron of therapy or elevation 
in dose. and periodically (eg semiannually) thereafter Liver enzyme changes generally occur in the first 
3 months of treatment with atorvastatin Patients who develop mcreased transammase levels should be 
momtored until the abnormalities resolve Should an mcrease in ALT or AST of >3 times ULN persist 
reduction of dose or withdrawal of atorvastatin is recommended Atorvastatin should be used with caution 
in patients who consume substantial quantities of alcohol and/or have a history of liver disease Active 
liver disease or unexplamed persistent transammase elevations are contramdications to the use of ator- 
vastatm (see CONTRAINDICATIONS) Skeletal Muse le — Rhabdomyolysis with acute renal faiktre sec 
ondary to myogfabinuria has been reported with other drugs in this class Uncomplicated myalgia has 
been reported In atorvastatm-treated patients (see ADVERSE REACTI0NS) Myopathy, defmed as muscle 
aches or muscle weakness in coniunction with increases in creatine phosphokinase (CPK) valúes >10 
times ULN, should be considered in any patient with diffuse myalgias, muscle tenderness or weakness, 
and/or marked elevation of CPK Patients should be advised to teport promptly unexplamed muscle pam, 
tenderness or weakness, particularly if accompamed by malaise or fever. Atorvastatin therapy should be 
discontmued if markedly elevated CPK levels occur or myopathy is diagnosed or suspected The risk of 
myopathy durmg treatment with other drugs in this class is mcreased with concurrent admmistration of 
cyclosporme, fibric acid derivatives, erythromycin, niacm, or azole antifungals. Physicians considermg 
combmed therapy with atorvastatin and fibric acid derivatives, erythromycm. immunosuppressive drugs, 
azole antifungals, or lipid-lowering doses of macin should carefully weigh the potential benefits and risks 
and should carefully monitor patients for any signs or symptoms of muscle pam, tenderness, or weakness, 
particularly during the initial months of therapy and during any periods of upward dosage titration of either 
drug. Periodic creatine phosphokinase (CPK) determmations may be considered in such situations, but 
there is no assurance that such momtoring will prevent the occurrence of severe myopathy Atorvastatin 
therapy should be tenjiorarily withhekf or discontinued in any patient with an acute, serious condition 
suggestive of a myopathy or having a risk factor predisposing to the development of renal failure sec 
ondary to ihabdomyolysis (eg severe acute infactioa hypotension. major surgery trauma, severe meta 
bolic. endocrine and electrolyte disorders. and uncontrolled seizures) 


PRECAUTIONS: General — Befare instituting therapy with atorvastatin, an attempt should be made to con¬ 
trol hypercholesterolemia with appropriate diet exercise, and weight reduction in obese patients, and to 
treat other underlymg medical problems (see INDICATIONS AND USAGE in full prescribing Information) 
Information tor Patients — Patients should be advised to report promptly unexplamed muscle pam, ten¬ 
derness, or weakness, particularly if accompamed by malaise or fever Drug Interactions — The risk of 
myopathy durmg treatment with other drugs of this class is mcreased with concurrent admmistration of 
cyclosporme, fibric acid derivatives, macin (nicotmic acid), erythromycm, azole antifungals (see WARN- 
INGS, Skeletal Muscle) Antacid: When atorvastatin and Maalox" TC suspensión were coadmimstered, 
plasma concentrations of atorvastatin decreased approximately 35% However, LDL-C reduction was not 
altered Antipyrine Because atorvastatin does not atfect the pharmacokmetics of antipyrine, interactions 
with other drugs metabolized vía the same cytochrome isozymes are not expected Colestipol: Plasma 
concentrations of atorvastatin decreased approximately 25% when colestipol and atorvastatin were coad- 
mimstered However, LDL-C reduction was greater when atorvastatin and colestipol were coadmimstered 
than when either drug was given alone Cimetidine Atorvastatin plasma concentrations and LOL-C reduc¬ 
tion were not altered by coadmmistration of cimetidine Digoxin: When múltiple doses of atorvastatin and 
dtgoxm were coadmimstered, steady-state plasma digoxin concentrations mcreased by approximately 
20%. Patients takmg digoxin should be momtored appropriately. Erythmmydn: In healthy individuáis, plas¬ 
ma concentrations of atorvastatin mcreased approximately 40% with coadmmistration of atorvastatin and 
erythromycm, a known inhibitor of cytochrome P450 3A4 (see WARNINGS, Skeletal Muscle) Oral 
Contraceptivas: Coadmmistration of atorvastatin and an oral contraceptive mcreased AUC valúes for 
norethmdrone and ethmyl estradiol by approximately 30% and 20% These increases should be considered 
when selecting an oral contraceptive for a woman taking atorvastatin Wariarin: Atorvastatin had no 
clmically significad effect on prothrombm time when admimstered to patients receiving chromc warfarin 
treatment Other Concomitara Therapy In clinical studies, atorvastatin was used concomitantly with anti- 
hypertensive agents and estrogen replacement therapy without evidence of clmically sigmficant adverse 
interactions. Interaction studies with specific agents have not been conducted Endocrine Function — 
HMG-CoA reductase mhibitors mterfere with cholesterol synthesis and theoretically might blunt adrenal 
and/or gonadal steroid production. Clinical studies have shown that atorvastatin does not reduce basal 
plasma cortisol concentration or impair adrenal reserve The effeets of HMG-CoA reductase mhibitors on 
male fertility have not been studied m adequate numbers of patients The effeets, if any, on the pituitary- 
gonadal axis m premenopausal women are unknown. Caution should be exercised if an HMG-CoA reduc¬ 
tase mhibitor is admimstered concomitantly with drugs that may decrease the levels or activity of endoge- 
nous steroid hormones, such as ketoconazole, spironolactone, and cimetidine. CNS Toxicity — Brain 
hemorrhage was seen in a female dog treated for 3 months at 120 mg/kg/day Brain hemorrhage and optic 
nerve vacuolation were seen in another female dog that was sacrificed in moribund condition after 11 
weeks of escalating doses up to 280 mg/kg/day. The 120 mg/kg dose resulted in a systemic exposure 
approximately 16 times the human plasma area-under-the curve (AUC, 0-24 hours) based on the máximum 
human dose of 80 mg/day. A single tome convulsión was seen in each of 2 male dogs (one treated at 10 
mg/kg/day and one at 120 mg/kg/day) in a 2-year study. No CNS lesions have been observed in mice after 
chromc treatment for up to 2 years at doses up to 400 mg/kg/day or in rats at doses up to 100 mg/kg/day 
These doses were 6 to 11 times (mouse) and 8 to 16 times (rat) the human AUC (0-24) based on the máxi¬ 
mum recommended human dose of 80 mg/day. CNS vascular lesions, characterized by perivascular hem- 
orrhages, edema, and mononuclear cell mfiltration of perivascular spaces, have been observed in dogs 
treated with other members of this class. A chemically similar drug in this class produced optic nerve 
degeneration (Wallerian degeneration of retinogemculate fibers) in climcally normal dogs in a dose-depen- 
dent fashion at a dose that produced plasma drug levels about 30 times higher than the mean drug level in 
humans taking the highest recommended dose C are biogénesis. Mutagenesis. Impairment of Fertility — 

In a 2-year carcinogemcity study in rats at dose levels of 10, 30, and 100 mg/kg/day, 2 rare tumors were 
found in muscle in high-dose females: in one, there was a rhabdomyosarcoma and, in another, there was a 
fibrosarcoma. This dose represents a plasma AUC (0-24) valué of approximately 16 times the mean humafi 
plasma drug exposure after an 80 mg oral dose A 2-year carcinogemcity study in mice given 100, 200, or 
400 mg/kg/day resulted in a sigmficant mcrease in liver adenomas in high-dose males and liver carcino¬ 
mas in high-dose females These findings occurred at plasma AUC (0-24) valúes of approximately 6 times 
the mean human plasma drug exposure after an 80 mg oral dose In vitro, atorvastatin was not mutageme 
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or clastogemc in the following tests with and without metabolic activation: the Ames test with Salmonella 
typhimurium and Eschenchia coli, the HGPRT forward mutation assay in Chínese hámster lung cells, and 
the chromosomal aberration assay in Chínese hámster lung cells. Atorvastatin was negative in the m vivo 
mouse micronucleus test. Studies in rats performed at doses up to 175 mg/kg (15 times the human expo¬ 
sure) produced no changes in fertility. There was aplasta and aspermia in the epididymis of 2 of 10 rats 
treated with 100 mg/kg/day of atorvastatin for 3 months (16 times the human AUC at the 80 mg dose); testis 
weights were signif icantly lower at 30 and 100 mg/kg and epididymal weight was lower at 100 mg/kg Male 
rats given 100 mg/kg/day for 11 weeks prior to matmg had decreased sperm motility, spermatid head con¬ 
centration, and mcreased abnormal sperm Atorvastatin caused no adverse effeets on semen parameters, 
or reproductive organ histopathology in dogs given doses of 10,40, or 120 mg/kg for two years Pregnancy 
Pregnancy Category X — See CONTRAINDICATIONS Safety in pregnant women has not been estab- 
lished Atorvastatin crosses the rat placenta and reaches a level in fetal liver equivalentto that of maternal 
plasma Atorvastatin was not teratogeme in rats at doses up to 300 mg/kg/day or in rabbits at doses up to 
100 mg/kg/day These doses resulted in múltiples of about 30 times (rat) or 20 times (rabblt) the human 
exposure based on surface area (mg/m ) In a study in rats given 20,100, or 225 mg/kg/day, from gestation 
day 7 through to lactation day 21 (weanmg), there was decreased pup survival at birth, neonate, weaning, 
and matunty in pups of mothers dosed with 225 mg/kg/day Body weight was decreased on days 4 and 21 
m pups of mothers dosed at 100 mg/kg/day, pup body weight was decreased at birth and at days 4, 21, and 
91 at 225 mg/kg/day Pup development was delayed (rotorod performance at 100 mg/kg/day and acoustic 
startle at 225 mg/kg/day, pinnae detachment and eye openmg at 225 mg/kg/day) These doses correspond 
to 6 times (100 mg/kg) and 22 times (225 mg/kg) the human AUC at 80 mg/day Rare reports of congemtal 
anomalies have been received following mtrauterme exposure to HMG-CoA reductase inhibitors There 
has been one report of severe congemtal bony deformity, tracheo-esophageal fístula, and anal atresia 
(VATER association) in a baby born to a woman who took lovastatin with dextroamphetamme sulfate dur¬ 
ing the first trimester of pregnancy Lipitor should be admimstered to women of child-bearmg potential only 
when such patients are highly unlikely to conceive and have been mformed of the potential hazards If the 
woman becomes pregnant while taking Lipitor, it should be discontinued and the patient advised agam as 
to the potential hazards to the fetus Nursing Mothers Nursmg rat pups had plasma and liver drug levels of 
50% and 40%. respectively, of that in their mother's milk Because of the potential for adverse reactions In 
nursing infants, women taking Lipitor should not breast-feed (see CONTFIAINDICATIONS) Pediatric Use: 
Treatment experience in a pediatric population is limited to doses of Upitor up to 80 mg/day for 1 year in 
8 patients with homozygous FH No clinical or biochemical abnormalities were reported in these patients 
None of these patients was below 9 years of age Geriatric Use: Treatment experience in adults age 270 
years with doses of Lipitor up to 80 mg/day has been evaluated in 221 patients The safety and efficacy of 
Lipitor in this population were similar to those of patients <70 years of age 

AOVERSE REACTIONS: Lipitor is generally well-tolerated Adverse reactions have usually been mild and 
transient In controlled clinical studies of 2502 patients, <2% of patients were discontinued due to adverse 
experiences attributable to atorvastatin The most frequent adverse events thought to be related to ator- 
vastatm were constiparon, flatulence. dyspepsia, and abdominal pain Clinical Adverse Experiences: 
Adverse experiences reported in 22% of patients m placebo-controlled clinical studies of atorvastatin, 
regardless of causality assessment 


Adverse Events in Placebo Controlled Studies (% of Patients) 


BODY SYSTEM Placebo 

Atorvastatin 

Atorvastatin 

Atorvastatin 

Atorvastatin 

Adverse Event 


10 mg 

20 mg 

40 mg 

80 mg 

N 

= 270 

N = 863 

N = 36 

N = 79 

N = 94 

BODY AS A WHOLE 

Infection 

10.0 

10.3 

2.8 

10.1 

7.4 

Headache 

70 

5.4 

167 

25 

6.4 

Accidental ln|ury 

3.7 

4.2 

0.0 

1.3 

3.2 

Flu Syndrome 

1.9 

2.2 

0.0 

25 

3.2 

Abdominal Pam 

0.7 

28 

0.0 

3.8 

2.1 

Back Pam 

3.0 

2.8 

0.0 

3.8 

1.1 

Allergic Reaction 

2.6 

09 

2.8 

1.3 

0.0 

Asthema 

1.9 

2.2 

0.0 

3.8 

0.0 

DIGESTIVE SYSTEM 

Constipation 

1.8 

2.1 

0.0 

2.5 

1.1 

Diarrhea 

1.5 

2.7 

0.0 

38 

5.3 

Dyspepsia 

4.1 

2.3 

2.8 

1.3 

2.1 

Flatulence 

3.3 

2.1 

2.8 

1.3 


RESPIRATORY SYSTEM 

Sinusitis 

2.6 

2.8 

0.0 

25 

6.4 

Pharyngitis 

SKIN AND APPENDAGES 

1.5 

2.5 

0.0 

1.3 

2.1 

Rash 

0.7 

3.9 

2.8 

3.8 

1.1 

MUSCULOSKELETAL SYSTEM 





Arthralgia 

1.5 

2.0 

0.0 

5.1 

0.0 

Myalgia 

1.1 

3.2 

5.6 

1.3 

0.0 


The following adverse events were reported, regardless of causality assessment in <2% of patients treat¬ 
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glycemia Hemic andLymphabc System: Ecchymosls, anemia, lymphadenopathy, thrombocytopema, 
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Abstract 

' Since the discovery of oncogenes 
more than 20 years ago, ¡t has 
been proven that cáncer is a 
genetically determined disease. 
Múltiple genetic alteration occurs 
during the course of an illness for 
neoplasia to develop. Transformation 
of positive cell growth regulators 
(oncogenes) and inactivations of 
negative cell growth regulators 
(tumor suppressor genes) merge to 
express a malignant phenotype. 
These genetic alterations occur as 
chromosomal translocations, 
deletions, inversión, amplification or 
point mutation. 

The objective of this review is to 
introduce basic concepts of 
molecular biology and describe the 
molecular genetics and biologic 
clinical findings of the most 
important solid malignant tumors ¡n 
children, namely Neuroblastoma, 
Wilms and Rhabdomyosarcoma. It 
is the oncology surgeons 
responsibility to leam basic 
molecular genetics and tumor 
biology to provide rational and 
appropriate care ¡n the setting of 
multidisciplinary management. 
Identifications of new oncogenes will 
continué to be important milestones 


in diagnosis, early detection of tumor 
recurrence, and as potential targets 
for gene therapy. Fusión proteins 
generated by mutated translocations 
are true tumor specific antigens and 
potential targets for therapy. The 
predicament is that they are proteins 
needing therapeutic manipulation 
within the tumor cell nuclei. 
Technological advances in molecular 
and genetics will develop tools 
necessary to manipúlate the cell 
nuclear DNA and target cáncer cell.I 


_s ince Watson & Crick (Nobel 
Lauréate, 1962) discovery of DNA 
double helix structure in 1953 
advancements in molecular biology 
has been revealing. 1 Diagnosis of 
inherited diseases, cáncer staging, 
markers and therapy have all benefit 
from technological advancement of 
this basic Science. 


Neoplasia continúes to be the 
leading cause of death past the first 
year of life in children. The most 
common malignancies in children 
are leukemias, brain tumors and 
lymphomas followed by solid tumors. 
We encounter more than 150 new 
cases per year of malignancy in 
children in Puerto Rico, as compared 
with 7000 new cases in the USA 


and 200,000 worldwide. 2 
Improvement in the prognosis of 
pediatric solid tumors has been 
attributed to cooperatives studies 
creating well-designed tumor 
treatment protocols, better diagnostic 
resources along with uniform 
laboratory methods for measuring 
tumor markers, cytokines, oncogenes 
and other biologic factors. 

It is believed that cáncer is a 
genetic disease. Múltiple genetic 
alterations must occur during the 
course of an illness for neoplasia to 
develop. Transformation of positive 
cell growth regulators (oncogenes) 
and inactivation of negative cell 
growth regulators (tumor suppressor 
genes) merges to express a 
malignant phenotype. These genetic 
alterations occur as chromosomal 
translocations, deletions, inversión, 
amplification or point mutation. 3 
Oncogenes help in cáncer 
screening, diagnosis, therapy, and 
follow-up. Cáncer can be defined as 
a progressive series of genetic 
events that occurs in a single clone 
of cells because of alteration 
(mutations) in a limited number of 
specific genes identified as 
oncogenes or tumor suppressor 
genes. Both alíeles of a specific 
gene must be affected during 
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cellular división for the alteration to 
produce a neoplastic cell. 

Within this review basic Science 
concepts of molecular biology will 
be introduced along with description 
of molecular genetics and biology 
findings of the most important solid 
malignant tumors in children, namely 
Neuroblastoma, Wilms, and 
Rhabdomyosarcoma. It is the 
oncology surgeons responsibility to 
learn basic molecular genetics and 
tumor biology to provide rational 
and appropriate care in the setting 
of multidisciplinar/ management. 

Primer on Molecular Biology 
and Genetics 

The human cell nuclei contain 22 
pairs of autosomes and a pair of sex 
chromosomes. They are numbered 
according to size, with number 1 
being the largest and 22 the 
smallest. Chromosomes contain a 
short arm (p) and a long arm (q) 
divided by the centromere. 
Chromosomal arms are further 
subdivided into regions, bands and 
sub-bands. Chromosomes are tightly 
bound chains of deoxyribose nucleic 
acid (DNA). Using cytogenetics 
techniques arrested cells in 
metaphase are divided to pair 
maternal and paternal chromosomes 
and produce a karyotype mapping 4 

All living organisms in earth use 
the same genetic code, mainly DNA 
and ribose nucleic acid (RNA). DNA 
contains the genetic information, 

RNA transport it, and genes are 
responsible for the production of 
proteins who maintains cell work 
and structure. The human genome 
contains between 50,000 and 
80,000 genes with a mean size 
each of 5,000 base nitrogenous 
pairs. Only 10% of this gene pool 
(exons) is available for producing 
proteins. 5 The rest of the gene pool 
(known as introns) contains important 


complex maintenance, repair and 
control functions. Transcription (t) 
refers to the process by which the 
DNA base pair sequence is copied 
into a messenger RNA (mRNA), also 
known as the functional unit of a 
gene. Promoters, enhancers and 
stop codons are of prime 
importance during transcription. 

A series of DNA sequence upstream 
of the coding sequence act as a 
promoter to direct the site of 
transcription initiation, controlling the 
amount and tissue specificity of 
mRNA production. Enhancers are 
responsible for increasing 
transcription of nearby genes. 
mRNA translates the information into 
a sequence of amino acids that will 
ultímate form a protein. Stop codons 
are triple nucleotide base coding 
sequences that end translation. 6 
The final product of translation is a 
protein that is the building structure 
of cell stability and function. 

Besides the nucleus, DNA is also 
found in the mitochondria, 
maternally inherited and containing 
two ribosomal RNA genes, 22 
transfer RNA genes and 1 3 genes 
for proteins involved in oxidative 
phosphorylation. The pathway of 
mitochondrial fatty acid oxidation 
contributes to energy homeostasis, 
especially in the heart, the liver and 
skeletal muscle. Defect from 
phosphorylation by a maternal 
inherited disease is known as a 
mitochondrial fatty acid oxidation 
disorder, transmitted as an 
autosomal recessive trait lead to 
myopathies (cardiac and skeletal), 
liver dysfunction and 
encephalopathies. 6 7 

DNA, RNA, nucleic acids and 
proteins can be separated from 
each other using electrophoresis. 
DNA strands are separated by 
heating and rejoined by cooling. 
Sequence of nucleic acids is then 
detected by a techñique known as 
hybridization since single stranded 


nucleic acids molecules will form a 
double-stranded molecule when they 
encounter a complementary strand. 
Using cloning, an unlimited quantity 
of DNA can be made. For example, 
Insulin, Somatostatin, Tumor Necrosis 
Factor, Lymphokines and Growth 
Factor are produced by vector 
induced cloning. 5 

Heat causes the separation of the 
hydrogen bonds that holds the two 
strands of DNA. With cooling of 
temperature the hydrogen bonds 
forms between new nucleotides 
bases added in the solution, called 
primers, and the bases on each 
strand. Using DNA polymerases, 
two identical double stranded 
molecules of DNA are made. 

A machine repeats this heating/ 
cooling process severaI times 
creating millions of identical 
molecules. This is known as 
polymerase chain reaction (PCR). 
Amplifying DNA fragments by PCR 
in a thermocycler is a common 
application of surgical research. 
Chemistry Nobel prize winner Kary 
Mullís discovered PCR in 1985 
making possible the study of ancient 
DNA. 8 With PCR an exponential 
number of specific DNA sequences 
can be produced without resorting 
to cloning, but the sequence of DNA 
of interest to copy must be known 
beforehand. Also it can identify 
whether a given sequence of DNA 
exists in a clinical specimen. PCR 
has been of enormous help in the 
prenatal diagnosis of Cystic Fibrosis, 
6-Thalassemia, and Hemophilia. 

PCR has also helped in identifying 
chromosomal abnormalities, 
detecting mutations in oncogenes, 
tumor suppressor genes and 
identifying the presence of RNA or 
DNA tumor viruses. 69 

Cells differ from each other 
depending on the quality and 
quantity of mRNA they produce. 

This mRNA has two types of 
expression: 
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1- Housekeeping genes - mRNA 
encoding for common proteins 
required for basic structure 
(i.e., actin, ribosomal protein) 
and metabolic function 

(i.e., glycolytic enzymes). 

2- Tissue specific mRNA 
encoding for morphological 
characteristics (skeletal muscle, 
heart muscle, etc.) and 
specific function (insulin 
production) of cells. 10 

A genetic lesión in the DNA of a 
cell may alter the expression of one 
or more mRNA encoding for a 
protein that regulates cell behavior 
altering the morphology and function 
of the cell. Altered cells are 
susceptible to further mutations 
leading to malignant solid tumors 
and leukemias. Oncogenes are 
genes produced when this DNA 
lesión and the subsequent mRNA 
change of expression occur. 

This oncogenes code for a protein. 
Cell growth can be affected by the 
action of these proteins producís 
acting as growth factors, membrane- 
bound protein kinases, membrane- 
bound signal transducers and 
nuclear transcription factors. 

The largest family of oncogenes 
actually known are those that 
encode transcription factors, proteins 
that bind to regulatory sequences of 
target genes and stimulate 
(increasing gene expression) or 
inhibit transcription. 2 Other important 
families inelude genes that encode 
protein kinases, proteins involved in 
programmed cell death (apoptosis), 
and proteins with tumor suppressor 
functions whose loss can contribute 
to tumorigenesis. 

Major genetic changes that 
promote tumorigenesis have been 
classified according to their 
mechamsm of action into: 

1 - Proto-oncogene becomes 

oncogenic when it is translocated 


to a transcriptional active site that 
pro motes dysregulated 
expression. An example occurs in 
most cases (80%) of Burkitt 
lymphoma t(8; 14) when myc is 
translocated to the Ig heavy 
chain gene locus causing myc 
over expression and resulting in 
abnormal interactions with other 
cellular proteins. 2 

2- Gene fusión leading to the 
generation of chimeric 
transcription factors creating 
potent trans-activators inducing 
tumors. Examples are alveolar 
rhabdomyosarcoma 

t(2; 1 3)(q35q 14) and 
t( 1; 1 3)(p36q 14) causing a 
worse prognostic tumor. 

3- Fusión proteins with altered tyro- 
sine kinase activity are another 
example how translocation lead 
to cáncer. For example t(9;22), 
the Philadelphia chromosome, 
occurs in 95% of chronic 
myelogenous leukemia cases. 

4- Inactivation of tumor suppressor 
genes causes loss of function of 
these proteins, which normally 
act to supress cell growth, 
contributing to transformation by 
removíng key restraints on cell 
proliferation. One example is the 
retinoblastoma (Rb) protein. 

5- Other rare mechanisms of 
childhood cáncer development 
are gene amplification, defeets in 
DNA repair, and point mutations 
in signáis transduction genes. 

While studying retinoblastoma, 
an autosomal dominant inherited 
disease, it was found that a 
chromosomal defect in the tumor 
cells led to loss or inactivation of a 
gene involved in cell growth 
regulation. Deregulation of this 
tumor-suppressor gene (also known 
as recessive oncogene or anti- 
oncogene) resulted in cell growth 


and proliferation predisposing the 
individual to neoplasia. 11 
Oncogenes and tumor-suppressor 
genes can díctate the prognosis and 
alter therapy. To identify a tumor- 
suppressor gene you need to study: 

1) families predisposed to the 
specific tumor, 2) nonrandom 
chromosomal aberration of the 
tumor, 3) loss of heterozygosity, and 
4) ability to supress a tumor 
phenotype in cell culture by fusión 
with normal cells.' 1 

Using Northern Blot you can 
isolate mRNA or if unstable it can be 
copied enzymatically into a stable 
molecule of complementary DNA 
(cDNA). Using cDNA subtraction 
hybridization or subtraction cloning 
you can isolate tissue specific and 
tumor specific genes such as: 
embryonic development genes, 
cell-cycle genes (progression, 
differentiation, senescence and 
apoptosis), cáncer specific genes 
(oncogenes), and specific chromo¬ 
somal genes involved in a disease. 10 

Gene therapy, or correction of a 
human disease by introducing 
genetic material into an organism is 
the ultímate goal in curing inherited 
diseases of mankind. This can occur 
at somatic or germline level. By 
germline we refer to all cells in the 
body, though is actually not currently 
feasible. 6,12 At the somatic level a 
nucleic acid is delivered to a host 
cell using a vector, usually a 
retrovirus that involve reverse 
transcription of its carrying RNA 
curing genome into DNA and affeets 
the change. 

The main cytogenetic changes 
associated with development of 
malignaney are: deletions, 
translocations and inversions. 13 
Deletions (d) often result in loss of a 
tumor suppressor gene. Translocation 
(t) and inversions (I) occur commonly 
in tumor cells. Genetic material from 
one chromosome is exchanged into 
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another chromosome. Translocations 
can lead to: 

1 - Over expression of an oncogene 
when the gene for a T-cell 
receptor or an ¡mmunoglobulin 
protein comes to lie near a proto- 
oncogene or, 

2- the breaks occurs within a gene 
on each chromosome involved 
creating a fusión oncogene 
encoding a chimeric protein. 
Over expression of a gene can 
also occur by gene amplification: 
small pieces of DNA chromo- 
somes that lack a centromere 
and segregóte randomly at cell 
división or long segments within 
chromosomes that stain in a 
uniform pattern. Other tumor 
related aberrations are deletions, 
inversión and insertions. 

Tumor cells can gain or lose DNA 
material. Flow cytometry can 
determine the DNA Índex (DI) by 
comparing the total DNA in a tumor 
cell with a normal cell. A normal cell 
with 46 pairs of chromosomes is 
diploid and contains a DI of one. 
Tumors can be hyperdiploid (DI > 1) 
or hypodiploid (DI < 1). 

The actors 

Improvements in the outcome of 
pediatric solid tumors have been the 
results of: 

1- Multidisciplinary cooperative 
studies from such groups as the 
Pediatric Oncology Group 
(POG), Children Cáncer Study 
Group (CCSG), National Wilms 
Tumor Study Group (NWTSG), 
Intergroup Rhabdomyosarcoma 
Study (IRS), and the recently 
merged single national pediatric 
organizaron, the Children's 
Oncology Group (COG). 

2- Physicians dedicated to cáncer 


care that are willing to get 
together and discuss cases in 
planning tumor conferences 
regularly. 

3* Better diagnostic resources 
(imaging and pathology). 

4- Feasibility of measuring tumor 
markers, cytokines, oncogenes 
and important biologic and 
genetic tumor factors. 14 

The most common malignant solid 
tumors in children comprised Wilms 
tumor, Neuroblastoma and Rhabdo¬ 
myosarcoma. Each malignancy will 
be addressed in what pertains 
characteristic molecular biologic 
principies affecting diagnosis and 
therapy. 

Wilms Tumor (WT) 

Wilms tumor (WT) is the most 
common intra-abdominal malignant 
tumor in children affecting more than 
400 children annually in the USA. 

It has a peak incidence at 3.5 years 
of age. WT present as a large 
abdominal or flank mass with 
abdominal pain, asymptomatic 
hematuria, and occasionally fever. 
Other presentations include malaise, 
weight loss, anemia, left varicocele 
(obstructed left renal vein), and 
hypertension. Initial evaluation 
consists of: Abdominal films, 
Ultrasound, IVP, urinalysis, Chest-X- 
rays and Computed Tomography. 

The presence of a solid, intrarenal 
mass causing intrinsic distortion of 
the calyceal collecting system is 
virtually diagnostic of Wilms tumor. 
Doppler sonography of the renal 
vein and inferior vena cava can 
exelude venous tumor involvement. 
Metástasis occurs most commonly to 
lungs and occasionally to liver. 
Operation is both for treatment and 
staging to determine further therapy. 
Following NWTSG's recomrmenda- 
tion primary nephrectomy is done for 


all but the largest unilateral tumors 
and further adjuvant therapy is 
based on the surgical and 
pathological findings. 15 Important 
surgical caveats consist of using a 
generous transverse incisión, 
performing a radical nephrectomy, 
exploring the contralateral kidney, 
avoiding tumor spillage, and 
sampling suspicious lymph nodes. 
Nodes are biopsied to determine 
extent of disease. WT staging by 
NWTSG consists of: 

Stage I- tumor limited to kidney 

and completely resected. 

Stage II- tumor extends beyond 
the kidney but is 
completely excised. 

Stage III- residual non-hemato- 
genous tumor confined 
to the abdomen. 

Stage IV- hematogenous 
metástasis. 

Stage V- bilateral tumors. 

Further treatment with 
chemotherapy or radiotherapy 
depends on staging and histology 
(favorable vs. non-favorable) of the 
tumor. Non-favorable histologic 
characteristics are: anaplasia (three 
times enlarged nucleus, 
hyperchromatism, mitosis), 
sarcomatous or rhabdoid 
degeneration. The success in 
managing WT has been remarkable 
the result of stratification, registry 
and study from the NWTSG. 
Disease-free survival is 95% for 
Stage I and approximately 80% for 
all patients. Prognosis is poor for 
those children with lymph nodes, 
lung and liver metástasis. 16 

WT occurs either sporadic (95%), 
familial (1-2%) or associated with a 
syndrome (2%). Such syndromes 
predisposing to WT are WAGR 
(Wilms, aniridia, genitourinary 
malformation and mental 
retardation), Beckwith-Wiedemann 
Syndrome (gigantism, macroglossia, 
páncreas cell hyperplasia, BWS), 
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and Denys-Drash Syndrome (male 
pseudohermaphrodite, nephropathy 
and Wilms tumor, DDS). They tend 
to occur ¡n younger patients. 
Sporadic WT is associated ¡n 10% 
of cases with ¡solated hemihypertro- 
phy or genitourinary malformations 
such as hypospadia, cryptorchidism 
and renal fusión. 17 Bilateral 
synchronous kidney tumors are seen 
in 5-10% of cases. Routine 
abdominal ultrasound screening 
every six months up to the age of 
eight years is recommended for 
children at high risk for developing 
WT such as the above-mentioned 
synd romes. 


It was originally thought that WT 
developed after the two-hit 
mutational model developed for 
retinoblastoma: When the first 
mutation occurs before the unión the 
sperm and egg (constitutional or 
germline mutation) the tumor is 
heritable and individuáis are at risk 
for múltiple tumors. Nonhereditary 
WT develops as the result of two- 
postzygotic mutations (somatic) in a 
single cell. The two-event hypothesis 
predicts that susceptible individuáis 
such as familial cases, those with 
multifocal disease and those with a 
congenital anomaly have a lower 
median age at diagnosis than 
sporadic cases. It is now believed 
that several genes mutations are 
involved in the overaII WT 
pathogenesis. 15 18 


Loss of whole portions of a 
chromosome is called loss of 
heterozygosity (LOH), a mechanism 
believed to inactivate a tumor- 
suppressor gene. WT has been 
found 50% of the time to contain 
LOH at two genetic loci: 1 1 pl 3 
and 1 1 pl 5. WT will develop in 
30% of WAGR children. Children 
with the WAGR association shows a 
deletion in the short arm of 
chromosome 1 1 band 13 (1 1 p 1 3) 
but a normal 1 1 pl 5 región. Up to 
a third of sporadic WT have 


changes in the distal part of 
chromosome 1 1, a región that 
ineludes band pl 3. The región of 
the deletion has been named the 
WT1 gene, a tumor suppressor 
gene that also forms a complex with 
another known tumor-suppressor, 
p53. WT1 gene express a 
regulated transcription factor of the 
zinc-finger family proteins restricted 
to the genitourinary system, spleen, 
dorsal mesentery of the intestines, 
muscles, central nervous system 
(CNS) and mesothelium. 18 WT1 is 
deleted in all WAGR synd romes 
cases. The ¡mportant association of 
WT1 mutation and WAGR 
syndrome with intralobar 
nephrogenic rests immediately 
suggest that WT1 expression be 
necessary for the normal 
differentiation of nephroblasts. 19 
Only five to 10% of sporadic WT 
have thus far been shown to harbor 
WT1 mutations. Inactivation of WT1 
only affeets organs that express this 
gene such as the kidney and 
specific cells of the gonads (Sertoli 
cells of the testis and granulosa cells 
of the ovary). 15 WT1 has been 
shown to cause the Denys-Drash 
syndrome. Most of the mutations 
described in DDS patients are 
dominant missense mutations. 

A small subset of BWS has a 
1 1 pl 5 duplication or deletion. 

The región 1 1 pl5 has been 
designated WT2 gene and is 
telomeric of WT1. Beckwith- 
Wiedemann form of WT is also 
associated with IGF2, an embryonal 
growth-inducing gene. This might 
prove that two ¡ndependent loci may 
be involved in tumor formation. 
Candidates genes inelude insulin-like 
growth factor II gene (IGFII) and the 
tumor suppressor gene H19. 15 
A substantial fraction of WT (without 
LOH at the DNA level) has been 
found to have altered imprints with 
resultants over expression of IGFII 
and loss of expression of the tumor 
suppressor H19. IGFII may be 


operating like an oncogene by 
perpetuating nephroblast and may 
account for the perilobar rests 
observed in BWS patients. 19 

A gene for a familial form (FWT1) 
of the tumor has also been identified 
in chromosome 1 7q. 20 There also 
might be a gene predisposing to 
Wilms tumor at chromosome 7p, 
where constitutional translocations 
have been described. Mutation in 
p53 is associated with tumor 
progression, anaplasia and poor 
prognosis. Most WT are probably 
caused by somatic mutations in one 
or more of the increasing number of 
WT genes identified. 17 

A few chromosomal regions have 
seen identified for its role in tumor 
progression. LOH at chromosome 
1 óq and chromosome 1 p has been 
implicated in progression to a more 
malignant or aggressive type Wilms 
tumor with adverse outeome. This 
occurs in approxi-mately 20% of 
patients with WT. These children 
have a relapse rate three times 
higher and a mortality rate twelve 
times higher than WT without LOH 
at chromosome 1 p. p53 is also 
associated with the so called 
anaplastic unfavorable histology. 

Patients with WT and a diploid 
DNA content (indicating low 
proliferation) have been found to 
have an excellent prognosis. 
Hyperdiploidy (high mitotic activity) 
is a poor prognostic feature of 
Wilms tumor, rhabdomyosarcoma 
and Osteosarcoma. 

Nephrogenic rests are precursor 
lesions of WT. Two types are 
recognized: perilobar nephrogenic 
rests (PLNR) limited to the lobar 
periphery, and intralobar 
nephrogenic rests (ILNR) within the 
lobe, renal sinus or wa II of the 
pelvocaliceal system. The strong 
association between ILNR, aniridia 
and Denys-Drash syndrome where 
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véase un breve resumen en la próxima página. 

PREGUNTE A SU MEDICO SI ZITHROMAX ES 
ADECUADO PARA SU NIÑO. 

Para mayor información sobre Zithromax y un 
folleto gratis sobre el desarrollo del lenguaje 
y la audición, 

llame al 1-800-587-DAYS. 

O visítenos en www.KidsEars.com 
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ZITHROMAX* 

(ajithromycin for oral auapanaioa) 


BRIEF SUMMARY 


INDICATIONS ANO USAGE 

/IIIIIIOMAX* (a/ilhromyan) is uukcaled loi ll» Ircahnonl ol pahenls willi mikj lo modélale inlcchons (pneumonía scc 
WARNINGSIcaused by susceptible sliansol lio dcsrgnaled mraoorganisms in lie speulrc conjuráis bsled below As 
i Küinm^dd^s üui ii l i msallIci fl ay . a n d acriic at i l Bn a l i enl Mgul al iomy a iY amona i he seinlecnons. olease 
DOSAGE AND ADMINISTRAT10N l oi socale dosup icamrTOixlaiinn.x 
Acuta otitis media caused by Haemopftlus inllueniae. Moiaxella calarrtiahs. or Slreptococcuspneutnonae (For 
spocibc dosage lecommendabon. see OOSAGE AND ADMINISTRAT10N | 

Commaaity-ncquirnd pneumonía due lo Chlamydiapneumoniae. Haemophilusmlluenrae. Mycoplasmapneumoniae 
oí Slmplococcus pneumoniae m pabentsappropnate lor a al Iherapy (foi specilic dosage lecommetuJahon see DOSAGE 
AND ADMINISTRARON | 


NOTE: Azitkromycia should not ba usad in pediatnc patienta with pneumonía who ara judgtd to be 

inappropríata for oral tharapy bacausa of modérala to severa ¡lineas or risJi lectora such as any of the 
following: pa lienta with cystic fibrosis. patiants with nosocomially acquirsd iafactions. pabaats with 
knowa or suspactad bactaramia, patiants rtquiriug hospitalitation. or patiaats with sigaificant 
undarlying haalth problema tbat may compromise thair ability to respond to thejr lllaass (including 
immunodaliciancy or tunclioaal asplaaiai 

Phsryngids/tonsillitis caused by Slmplococcus pyogenes as an al letnahve to fust line Iherapy in individuáis who 
cannol use fusl line Iheiapy (For spealic dosage recommendahons. see DOSAGE AND ADMINISTRARON | 

NOTE Penicillm by the inuamuscular loule is the usual drug ol choree in the ueatment ol Slreptococcus pyogenes 
inlection and Ihe prophylaxrs ol rheumabe levar ZITHROMAX* is ollen elleclive in the eiadrcalion ol susceptible sbains ol 
Slreptococcus pyogenes Itom Ihe nasopharynx Because some sitaos ae resislanl lo ZITHROMAX*. suscepobiluy tesis 
should be performed when palienls ae Irealed wrlh ZITHROMAX* Dala eslabhsfsng elficacy ol anthromycin in subsequenl 
pievennon ol rheumalic lever ae nol available 

Appropnale culture and susceptibilrly tests should be perlormed beloie Irealmenl lo determine lie causativo organsm 
and ils susceplibilily loanlhtomydn Iherapy wilh ZITHROMAX* may be uulialed belore residís ol (hese tesis are known, 
once Ihe resulls bocome available. anhmicrobial Iherapy should be adiuslcd accordmgly 
CONTRAINDICATIONS 


ZITHROMAX* is conliandrcaled in palienls wtlh known bypersensilivity lo anlhromycm, erylhiomyan. or any macrohde 
amibo lie 


WARNINGS 

Scnous allergic reaclions, including angioedema, anaphyiaxis, and dermalologic reacuons including Sleverts Johnson 
Syndrome and loxic epideimal neciolysis have been leported rarely in palienls on a/ithromycin Iherapy Allhough rae, 
lalalibes have been leported (See CONTRAINDICATIONS.) Dcspite imtialfy succcssful symplomalic Irealmenl of Ihe 
allergrc symploms. when symplomalic Iherapy was disconlinuod. Ihe allergic symploms rscurrsd soon thsrsaftsr in soms 
pstisnts without furthsr siithromycin esposare Ihese pahenls requned piolonged penáis ol ohsetvalion and 
symplomalic Irealmenl The relalionship ol Ihese episodes lo Ihe long tissue hall lile of anlhromycin and subsequem 
prolonged exposure lo anligen rs gnknmvn al presenl 

II an adlergic reaclion occurs, Ihe bug should be discominued and appropnale Iherapy should be nsbluled Physicians 
should be awae Ihal reappearance of Ihe allergrc symploms may occur when symplomalic Iherapy is discontinuad 

le tku truetmunt of pnuumoeia, aiithromycie kaa oaly baaa akown lo ba ufa and affactiva la Ika traetmaet of 
commuaity-acquired pnaumoaia dua to Cklamyéia pneumonía», Heemophilua influanrna, Mycoplasma 
pneumoníaa, or Streptococcut pnaumoaia» ¡a patiaats appropriata lor oral tharapy. Airtkroaiycia should aot ba 
asad ia pabaats whh pnaumoaia who ara judgad to ba inappropríata for oral tharapy bacauaa of modarata to 
savara illaass or risk iactors suck as any of tha following: pabaats with cysbc fibrosis, patiaats with 
nosocomially acquirad infactíons, patiants with known or suspactad bactaramia, pabaats rsquiriag 
hospitalitation, aldarty or dabilitatad patiaats, or patiants with significant undarlying kaalth problams that may 
compromisa thair abilrty to raspond to thair illaass (including immunodaliciancy or lunctional asplaaia). 

Psaudomambranous colitis has baaa reportad wilk naarfy all antibacterial agenta and may ranga ia severity 
Irom mild lo lifa-thraalening. Tharafora, it ¡a important lo considar lilis diagnosis in pabaats who prasaat with 
diarrhaa substqunnt to tha admiaistratioa of anbbacteríal agenta. 

liealmenl wtlh antibacterial agems aliéis Ihe normal llora ol Ihe colon and may permil wergrowthb closliiba Sludies 
indícale Ihal a loxin produced by Closlntium drllicile is a pnmary cause ol 'anlibolic assoaaled colitis " 

Aller Ihe chagnosis ol pseudomembanous colitis has been eslabhshed. Iherapeulrc measures should be mmaled Mdd 
cases of pseudomembanous colitis usually respond lo disconlmualion ol Ihe drug alone In modérale lo severe cases, 
consideration should be grven lo managemenl wtlh ftuids and cloclrolyles. proletn supplemenlalion. and Ireaimem wtlh an 
anlibaclenal drug clinicaily efleclive againsl CloslTidum ai/bc/fe colitis 

PRECAUTIONS 

G an eral: Because arilhromycin is pnnapally eliminaled vta Ihe liver. camión should be exercised when anthromycin ts 
admmrsleied lo pahenls wtlh impared hepalic functioa 

There are no data legardmg anthromyan usage in pahenls with renal impaumenl. thus. cauoon should be exerased when 
ptescnbmg anthromycin in Ihese palienls 

The Iblowing adverse evenlshave not been reponed indirscal Iríais wtlh arithromycm. ana/alide; however, they have 
boen reponed wtlh macrnlide producís ventricular arihylhmias. including venlnculai lachycardia and tasarles de pañíes, m 
individuáis wtlh prolonged OT mlervafs 

There has been a sponlancous repon Irom the posl marketing expenence ol a palien! wtlh prevtous hislory ol arrhythmias 
who exper enced tasarles de pañíes and subsequenl myocardial mlarclion lolkiwtngacoixseol anlbomycm Iherapy 
Information for Paliante: Patiems shoiid be cautxmed lo lake ZITHROMAX* suspensión al leasl one hour prior to a meal 
or al leasl two houis altor a meal Thrs medtcahon should nol be laken with lood 

Paliems should also be caulioned nol lo lake alummum and rnagnesiumcomaining anlaads and arilhromycin 
simultaheously 

The pahenl should be bree led lo discontinué arilhromycin immedialely and contad a physician if any signs of an afierre 
i cachón occur 

Drug lataracboas: Alummum and magnesium conlarmng anlacids reduce Ihe peak serum levels (rale) bul not the AUC 
(exlenl) of anlhromycm absorplion 

Admimst/alonol cimelidrne (800 mg) two hours pna lo anlhromycin had no ellecl on anthromyan absorplion 
Anthromyan did nol alíecl Ihe plasma levels or pharmacokinelicsol Iheophylline admimslered as a single inhavenous 
dose The ellecl ol anlhromycm on Ihe plasma levels or pharmacokinchcs ol Iheopbyllme admimslered in miihple doses 
resulling in therapeulic sleady stale'íewBls ol Iheophylrne is nol known However, concurren! use of macrolides and 
Iheophyllme has been assoaaled wtlh masases in Ihe serum conceniialrons ol Iheophyiline Thereloie, umil lurlher data 
are availabe, prudenl medical ptaclice (haales carelul monrlonng ol plasma Iheophyllme levels in pahenls recetvtng 
anthromyan and Iheophyllme concomítantly 

Anthromyan did nol aflecl Ihe prothrombn lime lesponse lo a single dose ol wartarm However, prudenl medical 
pracbce díctales carelul monrlonng ol prolhrombn lime in all pahenls Irealed wtlh anlhromycm and warlann coccomrtantly 
Concurren! use ol macrolrdes and warlann in dinrcal pradice has been assoaaled with inaeased anticoagiiant eflecls 
The Iblowing drug mleiacoons have nol been reponed m dinrcal Inalswilhanlhromyaa however. no spealic drug 
mleraclion sludies have been perlormed lo evalúale potenhal drug drug inleraclion Nonelheless, they have been ohseived 
wilh maabidB producís Unlil lurlher dala are developed regardmg drug utleiacüons when anlbomycm and these drugs are 
usad concomitan lly. car cid monrlonng of pahenls is adrised 
Digoxin-elevaled dtgoxm levels 

Eigolamine w drhydroergolamme-acule ergol loxialy chaiaclcriied by severe penpherb vasospasm and dyseslhesia 
Tnaiolam-decrease the deaiance ol üiaiolam and thus may inaease Ihe pharmacbogic ellecl ol Inamlam 
Drugs metabolued by the cylochrome P*® syslem-bevalions ol serum carbamaiepine. te* leñadme, cydosporme, 
hexobatblaf. and pherrylom levels. 

laborstory Test Intsractions: There are no reporled labotalory lesl mteracbons 

Carcinogssesis, Mvtegsnssis, Im pairar sal of Fnrtility: long-lerm slubes manimals have nol been perlormed lo 
evalúale caranogerxc polenlial Anlhromyan has shown no mulagenrc polenliaf m standard laboiatory tesis mouse 
lymphoma assay. human lymphocyle daslogervc assay. and mouse boro manow daslogenrc assay No ewdence of impaired 
letlilny due to anthromyan was lound 
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Prugnancy: letalogenrcEllecIs Picgiancy Calegory II Reproducían sludies have been perlormed in tais and nuce al 
doses up lo moderalely maternally loxic dose levels (i e, ZOO mg/kg/day) 1 hese doses. based on a mg'm ? basrs. aie 
estima led lo be 4 and Z limes, lespeclively. Ihe human darly dose ol 500 mg In Ihe animal studes, no evidence ol harm lo 
Ihe lelusdie lo arílhromyan was lound There are, however, no adequale and well conlrolled sludics in pregnanl women 
Because animal leprodichon slubes are nol always piediclive of human response. anthromyan shobd be used during 
picgtiancy only il clearly needed 

Nursing Mothars: ll is nol known wfictlict aniluorriycin is exciclcd in Ituman milk Rccausc many buqs are cxcrclcd in 
human milk, caulion sliould be excrcrsod wfren anlhiomycin is adminislcicd to a nursing woman 

Ptdiutric U»t: (INDICATIONS AND USAGE.) 

Acule Olilis Media (dosage régimen 10 mg/kg on Day I Iblowed by 5 mg/kg on üays Z S) Salely and elleclivcness in 
Ihe Ireaimem b chilben wtlh otitis media under 6 monlhs ol age have nol been eslabhshed 
Commumty Acquired Pneumonía (dosage legimen 10 mglkg on Day I Iblowed by S mg/kg on Days Z-S) Salely and 
ellectiveness in Ihe Irealmenl ol children wilh communily aeguired pneumonía undei 6 monlhs of age have nol been 
eslabhshed Salely and eflectiveness lor pneumonía due lo Chlamydia pneumoniae and Mycoplasma pneumoniae were 
documemed m pedan» dinical iríais Salely and ellectiveness for pnoumoma due to llaomophilus mlluonrae and 
Slmplococcus pneumoniae were nol documented baclenologtcally in ll» pebalnc climcal mal due lo difficully in obtaimng 
specimens Use ol anlhromyon lor Ihese lwo mraooigamsms is supported, however. by evidence liom adequale and well 
controlled sludies in adbts 

Pharyngilis/Tonsdlms (dosage regrmen 1Z mgAg on Days I-5) Salely and elfecliveness mlhe Irealmenl ol chiben wtlh 
pharyngr trs/lonsr Mr lis under Z years ol age have not been eslabhshed 

Stuaiui tvuluabng títt usa of rapaatad coursas of tharapy hava aot baan conductad. 

Gariatric Usa: Pharmacokmelic paramelers in bdei vbunloers (65 85 years oíd) weresimilai lo Ihose in younger vbunteers 
(18-40 years oíd) lor Ihe 5day Iherapeulic regimen Dosage ad|uslmem does nol appear lo be necessary lor bíter pahenls 
wtlh normal renal and hepalic lunclion recervtng Irealmenl wilh ths dosage regimen 
ADVERSE REACTI0NS 

In dinrcal Iríais, mosl b the reporled side eflecls were mdd lo modérale in sevenly and were reversible upon 
discontmuation ol Ihe bug Approximalby 0 7% ol Ihe pahenls (adidts and chiben) Irom Ihe mulliple-dose dinrcal Iríais 
disconlmued ZITHROMAX* (anthomyan) Iherapy because ol trealmenl ibaled side effeds Mosl of the side ellects 
leabng lo drscoiHinuation were rbaled to Ihe gaslroinieshnb liad, e g. nausea, vomihng, diarrhea, or abdominal parn 
Polenlially senous side ellects ol angioedema and choleslalrc jaundice were reporled raieiy 

Cliuical: Adults: MutUpte-dose régimen Overall, Ihe mosl common side ellects in adull pahenls receiving a mbliple dose 
regrmen ol ZITHROMAX* w»re telated lo Ihe gaslrotnleslinb syslem wilh diarrhea/loose slools (5%). nausea (3%), and 
abdominal pain (3%) betng Ihe mosl frequenlly reponed 

No other side ellects occurred m pahenls on Ihe mdliple-dose régimen ol ZITHROMAX* wtlh a Irequency grealer Ihan 
1 % Side ellecls Ihal occuned wilh a hequeney olí % oí less included Ihe Iblowing 
Cardiovascular Pbprlations,chesl pan 

Gastrointastinal: Dyspepsia. flatbence. vomihng. melena, and chbeslalic |aunbce 
Ganiiouriaary. Monrlia. vagmths, and nephnlis 
Nanrous Systam: Dtntness. headache, vértigo, and somnolence 
Ganaral: Fatigue 

Allargic: Rash. pholosensilivity, and angioedema 

Single I gram dose regrmen Overall. Ihe mosl common side ellecls in pahenls receiving a single dose régimen ol 
1 gram of ZITHROMAX* were related lo Ihe gashomleshnal syslem and were more frequenlly repor led Ihan in pahenls 
receiving Ihe mbliple dose regrmen 

Sute ellecls Ihal occurred in pahenls on thn single ono gram dosrng régimen ol 7l1HR0MAX*wilha fioquoncy ol I % ai 
gicalci mcludod batihoa/loose slools (7%). nausea (5%l. abdominal pam (5%). vorniimg (7%). dyspepsia (1%). and vagmths 
( 1 %) 

Single 2eram dose regrmen Ovetall. Ihe mosl common side ellecls in pahenls receiving a single 7 gram dose of 
ZITHROMAX* were related lo Ihe gashomleshnal syslem Sute ellecls Ihal occuned in pahenls in Ihas study wtlh a 
Irequency of 1 % or grealer included nausea (t8%|, dianhoa/loose slools (14%). vomihng (7%), abdominal parn (7%). 
vaqinilis (7%). dyspepsia (1 %). and dnnness (1 %) The matontyof Ihese complaints weie mild in nalure 
Children: Múltiple dose regimens Ihe typesol sute ellecls in chilben were comparable lo Ihose seen in adulls, wtlh 
drf leient inadence rales for Ihe two dosage legimens recommended in children 

Acule Otitis Media For Ihe recommended dosage régimen ol 10 mg/kg on Day 11blowed by 5 mg/kg on Days Z 5, Ihe 
mosl Irequent side ellecls bhrbuled to Irealmenl were diarrhea/loose slools (7%). abdominal pam (7%). vomihng (1%). and 
nausea (1%) 

Commumly Acquired Pneumonía For Ihe recommended dosage régimen of 10 mg/kg on Day 1 Iblowed by 5 mg'kg on 
Days 7-5. Ihe mosl flequen! sute ellects alhibuted lo Irealmenl were barrhea/loose slobs (5.8%). abdominal parn, vomihng. 
and nausea (19% each). and rash (1.6%). 

Pharyngilis/lonsrlhlis For Ihe recommended dosage régimen ol 12 mg/kg on Days 1 -5. Ihe mosl hequenl side ellecls 
atlribuled lo Ireatmeb were diarrhea/loose slools (6%). vomihng (5%). abdominal pam (3%). nausea (7%). and 
headache(1%) 

Wilh eilher Irealmenl régimen, no olher sute eHects occurred in children Irealed wtlh ZITHROMAX* wtlh a Irequency ol 
grealct Ihan1% Sute eflecls Ihal occurred wtlh a licquencyol 1% o* less included Ihe following 
Cardiovascular Ches! pam 

Gastroiatastiaal: Dyspepsia. constipahon. anotexia. flalulence. and gastritis 

Nanrous Sysltm: Headache (otitis media dosage). hyperkinesia. buiness. agrlahon. nervousness. insomna 
Ganaral: Fevet. fatigue, mbaise 
Allargic: Rash 

Skis and Apptndagcs: Pruelus. urticaria 
Spacial Sansas Con|unctivilis 

Post-Markating ExparianCS: Adverse events reponed with arílhromyan during the post marketing penod inadbl and/or 
pedíame pahenls lor whrch a causal relalumstnp may nol be eslabhshed inelude: 

Allargic Arthralgia, edema, tabearía 

Cardiovascular Arrhylhmras including ventncbar lachycarba 

Gastroiutaabnal: Anorexia. consbpalion, dyspepsia. Ilalulence. vomrlmg/diarrhea rarely lesbbng in dehybahon 

Ganaral: Aslhema. pareslhesia 

Ganitourínarf. Inlershhb nephiilisand acule renal lalure 

Livar/Biliary: Abrtumb liver lunclion including hepatitis and choleslabc jaundice 

Narvoas Systam: Corwulsions 

Skin/Appandagas: Rarely senous skinreachons including erylhema mulhloime. Slevens Johnson Synbome, and loxrc 
epidemial neabysis 

Spacial Sansas: Heanng bsturbances indubng heanng loss. deafness. and/oi tinrutus. late tepoMs ol lasle bslurbances 
La borato ry Abnormalilias: Adulta: Sigmlicanl abnoimalities (irrespectrve of bug rbabonship) occurnng during Ihe climcal 
iríais were reponed as lollows wilh an incidence b I 2%. elevaied seium aealine phosphokinase, polassium. ALT (SGPT). 
GGI. and ASI (SGOTJ, wilh an inadence b less Ihan 1%, teukopema, neuuopeba. deaeased piatelel counl. elevaied serum 
alkaline phosphaiase, bilirubin. BUN. ciealimne. blood glucose, IDH, and phosphate 
When Iblow-up was provided. changes in labotalory tesis appeared lo be leveisible 

In mJhple-dose dirscal iríais involving more Ihan 3000 pahenls. 3 pahenls bsconlinued therapy because b liealmenl 
reíala) Irver enryme abnormahlies and I because of a renal lunclion abnormahty 

Children: Sigmlicanl abnormabdes lirtespeclive b dmg ibahonship) occurnng during climcal triáis were all reporled al a 
hequeney ol less Ihan 1%, bul were similar m type lo Ihe artel! pallem 

DOSAGE AND ADMINISTRARON (Suu INDICATIONS AND USAGE) 

Acutt Otitis Medís sud Comnuurty-Acquirsd Pnsumonis: The recommended dose ol ZIIHII0MAX* for orb suspensión 
lot Ihe liealmenl ol chddmn wilh acule bilis media and communrty acqured pneumonía is 10 mg'kg as a single dose on Ihe 
Insl day (nol lo exceed 500 mg/day) lollowed by 5 mgAg on days 2 thiough 5 (nol lo exceed 250 mg/dayl 
Pharyugitis/Tonsillitis: The lecommended dose lor chilben wilh pharyngihs/lonsillihs is 12 mgAg once a day lor 5 days 
(nol lo exceed 500 mg/day) 

ZITHROMAX* for orsl suspensión sJtonld bt givnn at Innst 1 hour bnfort or 2 hours aftsr a meal. 

ZITHROMAX* for orsl suspensión should nol bt taima with food. 

More delatled prolessronal nlormalion avalladle on requesl 
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the WT1 zinc finger gene has been 
¡mplicated suggests that this locus 
might be linked to the pathogenesis 
of ILNR. Also the association 
between BWS and some cases of 
hemihypertrophy with abnormalities 
of more distant loci on chromosome 
1 1 p raises the possibility that the 
putative WT2 gene might be more 
closely linked to PLNR. 21 

An advantage of genetic testing is 
that children with sporadic aniridia, 
hemihypertrophy or the above 
discussed syndromes known to be at 
high risk for developing WT can 
undergo screening of the germline 
DNA. This might identify if they 
harbor the mutation and need closer 
surveillance for tumor development. 

Neuroblastoma (NB) 

Neuroblastoma (NB) is the most 
common extracranial solid tumor in 
infants. More than 500 new cases 
are diagnosed annually in the 
United States. Most neuroblastomas 
(75%) arise in the retroperitoneum 
(adrenal gland and paraspinal 
ganglio), 20% in the posterior 
mediastinum, and 5% in the neck or 
pelvis. NB is a solid, highly vascular 
tumor with a friable pseudocapsule. 
Most children present with an 
abdominal mass, and one-fourth 
have hypertension. Other have: 
Horner's syndrome, Pandas eyes, 
anemia, dancing eyes or vaso- 
intestinal syndrome. Diagnosis is 
confirmed with the use of simple X- 
rays (stipple calcifications), 
Ultrasound, and CT-Scan. Work-up 
should inelude: bone marrow, bone 
sean, myelogram (if there is 
evidence of intraspinal extensión), 
and plasma/uriñe tumor markers 
level: vanillylmandelic acid (VMA), 
homovanillic acid (HVA) and 
dopamine (DOPA). 

Management of NB depends on 
the stage of disease at diagnosis. 


Localized tumors are best managed 
with surgical therapy. Partially 
resected or unresectable cases need 
chemotherapy a/o radiotherapy 
after establishing a histologic 
diagnosis. Independent variables 
detfermining prognosis are age at 
diagnosis and stage of disease. 

The Evans classification for NB 
staging comprised: 

Stage I - tumor confined to an 
organ of origin. 

Stage II - tumor extending 

beyond an organ of 
origin, but not Crossing 
the midline. Ipsilateral 
lymph nodes may be 
i n volved. 

Stage III - tumor extending 
beyond midline. 
Bilateral lymph nodes 
may be involved. 

Stage IV - remóte disease involv- 
ing skeleton, bone 
marrow, soft tissue or 
distant lymph nodes. 

Stage IVS - same as stage I or II 
with presence of 
disease in liver, skin or 
bone marrow. 

Young children with stage \/\\ 
have a better outeome. A poor 
outeome is characteristic of higher 
stages, older patients and those with 
bone cortex metástasis. Other 
prognostic variables are: the site of 
primary tumor development, maturity 
of tumor, presence of positive lymph 
nodes, high levels of ferritin, neuron- 
specific enolase, and diploid 
DNA. 22 ' 29 

Neuroblastoma is a malignant 
tumor of the postganglionic 
sympathetic system that develops 
from the neural crest: sympathetic 
ganglion cells and adrenal gland. 

In vitro three cell types have been 
identified: 

1- neuroblastic (N-type) cells that 
are tumorigenic. These cells are 


responsible for producing 
cathecolamines and vasoactive 
substances which help in 
diagnosis and follow-up therapy. 

2- the Schwannian or substrate- 
adherent (S-type) cells that are 
non-tumorigenic, and the 

3- intermedíate l-cells. 30 

NB can behave seemingly 
benignly and undergo spontaneous 
regression, mature into a benign 
ganglioneuroma or most commonly 
progress to kill its host. This 
disparate behavior is a manifestation 
that we are dealing with related 
tumors with differently genetic and 
biological features associated with a 
spectrum of clinical behaviors. 31 

Conclusive associations with 
environmental factors have not been 
proved in NB. Hereditary factors are 
¡mportant in NB since a few cases 
exhibit predisposition following a 
dominant pattern of inheritance. The 
most characteristic cytogenetic 
abnormality of neuroblastoma is 
deletion of the short arm of 
chromosome 1 in locus 36 (1 p3ó) 
occurring in 50 to 70% of primary 
diploid tumors. LOH of the short arm 
of chromosome 1 is also associated 
with an unfavorable outeome, 
suggesting that a tumor suppression 
gene may be found in this 
región. 2,31 The common región of 
deletion or LOH resides at the distal 
end of the short arm of chromosome 
1 from 1 p36.2 to 1 p36.3. Loss or 
inactivation of a gene at this site is 
critical for progression of 
neuroblastoma. 31 A few candidate 
genes from this site have been 
mapped. LOH in chromosome 14 
long arm (14q) has also been 
identified in 25-50% or 
neuroblastoma cells studied but no 
clinical behavior has been identified 
with this finding. Gain of 
chromosome 1 7 is associated with 
more aggressive tumors. 
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Another consistent chromosomal 
aberration ¡dentified ¡n 25 to 30% of 
NB cells ¡s the presence of double- 
minute chromosomes, small 
fragments of chromatin containing 
múltiple copies of the oncogene 
N-myc produced by amplification. 
N-myc protooncogene is found on 
chromosome 2p and its activation 
results in tumor formation. 

The amplified N-myc sequence is 
found on extrachromosomal double 
minutes (DM) or on homogeneous 
staining regions (HSR) involving 
different chromosomes in 
neuroblastoma (N-type) cell lines. 
N-myc amplification is strongly 
associated with advance stages of 
disease, rapid tumor progression 
and poor outcome ¡ndependent of 
the stage of the tumor or the age of 
the patient. NB tumors associated 
with N-myc amplification needs 
aggressive therapy. N-myc 
amplification associated with 
deletion of 1 p is correlated with a 
poor outcome. Deletion of the long 
arm of chromosome 1 (1 q-) is also a 
poor prognostic sign. 11 

Though most NB cells are diploid, 
a good number of them are hyper- 
diploid or triploid. Hyperdiploidy is 
a good prognostic feature of NB 
and embryonal rhabdomyosarcoma 
in infants, while diploid tumors at 
any age and hyperdiploid in older 
patients carry a worse prognosis 
requiring more intensive treatment. 31 

Neuroblast cells needs nerve 
growth factor (NGF) for proper 
differentiation. NB tumor cells do not 
respond to NGF or do not express 
the receptor. This receptor consists of 
three transmembrane tyrosine kinase 
receptors (TRK-A, TRK-B, and TRK-C), 
known together as the TRK receptor. 
TRK-A is detected in 90% of NB cells 
and correlates inversely with N-myc 
expression. High TRK-A levels 
correlate strongly with improved 
survival and plays a role in the 
propensity for tumors to regress or 


differentiate into a more benign 
nature. TRK-B is associated with 
more matured tumors and TRK-C with 
lower stage tumors. Alteration in the 
NGF receptor function or expression 
promotes tumorigenesis. In conclu¬ 
sión, high levels of TRK expression 
are associated with better prognosis, 
earlier stage, lower patient age and 
lack of N-myc expression. 31 

Neuroblastomas in newborns, 
cystic tumors, bilateral tumors in 
infants, and infants less than one 
year of age with neuroblastoma 
stage IV-S can undergo neuronal cell 
differentiation with spontaneous 
regression. It is thought that high 
level of TRK-A found in this cases 
might explain differentiation and 
regression as high level of this 
glycoprotein is associated with a 
favorable prognosis. Regression 
might be associated with non- 
affected tumor cell apoptosis. 

Other biological markers 
associated with NB are the 
multidrug resistance-related protein 
(MRP) gene, telomerase activity and 
bcl-2 gene activity. MRP shows a 
strong correlation with an advanced 
clinical stages and poor prognosis. 
High telomerase activity is 
associated with poor prognosis and 
high N-myc amplification. 31 
The bcl-2 gene produces a protein 
that prevents neuronal cell death 
(apoptosis) and promotes tumor 
progression. Bcl-2 expression is 
associated with a poor outcome. 
Apoptosis in NB may result in tumor 
progression. 

Taking into consideration the 
above cytogenetics changes of NB 
cells we can assign patients to three 
genetically distinct risk groups as 
suggested in Table 1. 31 Genetic 
markers provide a means of 
classifying tumors that may be 
histologically similar. Genetic analy- 
sis may permit to redirect therapy 
according to prognosis in NB. 


The RET proto-oncogene is a 
protein tyrosine kinase gene (Ret 
protein) expressed in the cells 
derived from the neural crest. 

The activation of RET involves a 
chromosomal inversión of the long 
arm of chromosome 10 that 
juxtaposes the tyrosine kinase 
encoding domain of RET to the 
amino terminal sequences of at least 
three unrelated genes. Germline 
mutations in the RET gene have been 
associated with neuroblastoma, 
pheochromocytoma, múltiple 
endocrine neoplasia (MEN) 2, 
familial medullary thyroid carcinoma 
(MTC), radiation-induced thyroid 
papillary carcinoma, and recently 
Hirschsprung's disease. RET analysis 
is a suitable method to detect 
asymptomatic children with MEN at 
risk to develop MTC allowing us to 
consider thyroidectomy at a very 
early stage of neoplasm 
development (C-cell hyperplasia) or 
prophylactically. 32-37 

High levels of neuron specific 
enolase and serum ferritin levels are 
associated with a poor prognosis in 
NB. Nm-23 and ganglioside GD2 
are still other tumor markers asso¬ 
ciated with poor outcome, active 
disease and tumor progression. 14 

Rhabdomyosarcoma (RMS) 

Rhabdomyosarcoma (RMS), the 
most common soft tissue sarcoma in 
infants and children, represents 
about 5-15% of all malignant solid 
lesions. It has a peak incidence 
before the age of five years, and a 
second surge during early 
adolescence. Elead, neck and 
pelvic malignancies are more 
prevalent in infancy and early 
childhood, while trunk, extremity and 
paratesticular sites are largely a 
disease of adolescents. RMS arises 
from a primitive cell type and occurs 
in mesenchymal tissue at almost any 
body site excluding brain and bone. 
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Table 1. Neuroblastoma Genetically Distinct Risk Groups Categories. 31 



Group 1 

Group 2 

Group 3 

N-myc 

no amplification 

no amplification 

amplified 

DNA ploidy 

hyperdiploid 

diploid 

diploid 

lp LOH 

< 5% 

25-50% 

80-90% 

14q LOH 

< 5% 

25-50% 

<5% 

TRK 

high TRK-A & TRK- 
C; low TRK-B 

Low 

low TRK-A & TRK- 
C; high TRK-B 

Age 

< 1 year 

> 1 year 

1 -5 years 

Stage 

1, II IVS 

III, IV 

III, IV 

3-year survival 

95% 

25-50% 

< 5% 


The predominant histologic type in 
¡nfants and small children ¡s 
embryonal rhabdomyosarcoma, 
occurring ¡n the head and neck, 
genitourinary tract and 
retroperitoneum. Embryonal RMS ¡s 
associated with a favorable 
prognosis. Botryoid RMS is a 
subtype of the embryonal variety, 
which ordinarily extends into body 
cavities such as bladder, 
nasopharynx, vagina, or bile duct. 
The alveolar cell type, named for a 
superficial similarity to the pulmonary 
alveoli, is the most common form 
found on the muscle masses of the 
trunk and extremities, and is seen 
more frequently in older children and 
young adults. Alveolar RMS is 
associated with a poor prognosis. 

Th is unfavorable prognosis is the 
result of early and wide 
dissemination, bones marrow 
involvement and poor response to 
chemotherapy. 

Clinical findings, diagnostic 
evaluation and therapy depend 
upon location of the primary tumor 
and are beyond the scope of this 
review. Head and neck RMS are 
most common and occur in the orbit, 
nasopharynx, paranasal sinuses, 
cheek, neck, middle ear, and larynx. 


Most are treated by simple biopsy 
followed by combined therapy or 
preoperative chemotherapy and 
radiation followed by conservative 
resection. Operations for extremity 
lesions include wide local excisión 
to remove as much of gross tumor as 
possible. The trend in management 
is more chemotherapy with 
conservative surgical therapy. 

Survival has depended on primary 
site, stage of disease, and treatment 
g i ven. 3840 

Most RMS occurs sporadically. 
Approximately 5 % are associated to 
syndromes such as Beckwith- 
Wiedemann with LOH at the 
1 lpl5 locus, Li-Fraumeni, the 
neurofibromatosis-NF 1 gene located 
on 17ql 1, Basal Cell Nevus, and 
the Fetal Alcohol syndrome. Other 
risk factors in the development of 
RMS inelude maternal use of 
marijuana and cocaine, exposure to 
radiation, and maternal history of 
stillbirth. 14 

Alveolar and embryonal RMS are 
the most genetically studied 
sarcomas in children. The expression 
of a number of human paired 
box-containing (PAX) genes has been 
correlated with various types of 


RMS. In alveolar RMS novel fusión 
genes encoding chimeric fusión 
proteins have been identified. 

The most consistent genetic mutation 
identified in more than 70% of 
alveolar RMS is translocation of 
chromosomes 2 and 1 3, 
t(2; 1 3)q35-37;q 14). The PAX3 loci 
in chromosome 2 fuses to the FKHR 
(fork head in rhabdomyosarcoma) 
domain of chromosome 1 3 creating 
a powerful chimeric PAX3-FKHR 
gene that encodes an 836 amino 
acid fusión protein. This information 
is obtained using reverse 
transcriptase PCR assays of alveolar 
RMS or by protein immunopreci- 
pitation with PAX3 and FKHR 
antisera. The PAX3-FKHR protein is 
an active transcription factor. 

The t(2; 1 3) activates the oncogenic 
potential of PAX3 by dysregulating 
or exaggerating its normal function 
in the myogenic lineage and 
affecting the cellular activities of 
growth, differentiation and 
apoptosis. Another of the reported 
translocation is t( 1; 1 3)(p3ó;q 14) 
involving chromosome 1 and 1 3 in 
10% of alveolar RMS. 13 ' 4143 
In this variant, Chromosome 1 locus 
encoding PAX7 fused to FKHR in 
chromosome 1 3 resulting in another 
chimeric transcript PAX7-FKHR. PAX7- 
FKHR tumors tend to occur in 
younger patients, are more often in 
the extremity, are more often 
localized lesions and are associated 
with significantly longer event-free 
survival. Still, a small subset of 
alveolar RMS does not contain either 
fusión mutation. The PAX3-FKHR and 
the variant PAX7-FKHR fusions are 
associated with distinct clinical 
phenotypes. Identification of fusión 
gene status by PCR is a useful 
diagnostic tool in differentiating RMS 
from other round cell tumors. 44 

Embryonal RMS contains frequent 
allelic loss on chromosome 1 1 
(1 1 p 1 5), a genetic feature specific 
for this type of tumor. Allelic loss is 
manifested by the absence of one of 
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the two signáis in the tumor cells 
indicating a genetic event such as a 
chromosome loss, deletion, or 
mitotic recombination that eliminates 
one alíele and the surrounding 
chromosomal región. The smallest 
affected región has been localized 
to chromosomal región 1 lpl5.5. 43 
The presence of a consistent región 
of allelic loss is often indicative of 
the presence of a tumor suppressor 
gene inactivated in the associated 
malignancy. The mechanism for 
inactivation of tumor suppressor 
genes is postulated to be a two-hit 
scenario in which both copies of the 
gene are sequentially inactivated: a 
small point mutation inactivates one 
of the two alíeles, preferably the 
maternal side alíele, and the allelic 
loss event inactivate the second 
alíele (the paternal alíele). This leads 
to over expression of the insulin-like 
growth factor II gene known to play 
a role in the development of 
embryonal tumors. 

Other alterations associated with 
embryonal RMS are distinct patterns 
of chromosomal gains (chromosomes 
2,7,8,12,13,17,18, and 19) in 
contrast with alveolar RMS which 
shows genomic amplification of 
chromosomal región 1 2q 13-15 in 
50% of cases. Notably, these 
distinct changes predominantly 
involved chromosomes 2, 1 2, and 
1 3 in both subtypes. 45 Additionally 
embryonal RMS cases shows 
mutations of members of the RAS 
gene family, a second proto- 
oncogene. Both tumors share 
alterations in the p53 gene at the 
germline level contributing to 
increase susceptibility to other tumors 
characteristics of the Li-Fraumeni 
syndrome. There is also greater over 
expression of c-myc in alveolar RMS 
when compared with embryonal 
RMS. 46 All this favors a multi-step 
origin of RMS tumors generating 
phenotypic changes of growth 
autonomy, abnormal differentiation 
and motility. 43 ' 45 


The Li-Fraumeni familial cáncer 
syndrome is manifested by ¡ncreased 
susceptibility of affected relatives to 
develop a diverse set of malignan- 
cies during early childhood. 

The major features of the syndrome 
inelude breast cáncer, osteosar- 
coma, rhabdomyosarcomas of soft 
tissue, glioblastoma, leukemia and 
adrenal cortical carcinoma. 

More than one-half of the cancers 
overaII and nearly one-third of the 
breast cancers were diagnosed 
before 30 years of age. 

Among femóles, breast cáncer is the 
most common. Germline mutations 
within a defined región of the p53 
gene have been found in families 
with the Li-Fraumeni syndrome. 
Persistence of the mutation in the 
germline suggests a defect in DNA 
repair in the family member first 
affected. Asymptomatic carriers of 
p53 germline mutation needs closed 
evaluation and follow-up for early 
detection and treatment in case 
neoplasia develops. 475 ’ 


Conclusions 

Cáncer is a genetically determine 
disease. Genes are involved in 
cáncer induction and progression. 

A change in the cell DNA by way 
of translocation, deletion or inversión 
give rise and maintains disease 
progression. Identifications of new 
oncogenes will continué to be 
important milestones in diagnosis, 
early detection of tumor recurrence, 
and as potential targets for gene 
therapy. Fusión proteins generated 
by mutated translocations are true 
tumor specific antigens and 
potential targets for therapy. 

The predicament is that they are 
proteins needing therapeutic 
manipulation within the tumor cell 
nuclei. Technological advances in 
molecular and genetics will develop 
tools necessary to manipúlate the 
cell nuclear DNA and target 
cáncer cell. 


Resumen 

Desde el descubrimiento hace ya 
mas de veinte años de genes 
asociados a malignidades, se ha 
probado que el Cáncer es una 
enfermedad genéticamente 
determinada. Múltiples alteraciones 
genéticas que alteran el curso de 
división celular son necesaria para 
que una célula o grupo de células 
trabajen de forma autónoma y se 
desarrolle un nuevo crecimiento 
maligno. La transformación genética 
de genes reguladores positivos del 
desarrollo y división celular 
(conocidos como oncogenes) y la 
inactivación de genes reguladores 
negativos del desarrollo y división 
celular (conocidos como genes 
supresores de tumores) se combinan 
para expresar un fenotipo maligno. 
Estas alteraciones genéticas ocurren 
producto de traslocaciones, 
deleciones, inversiones, amplifica¬ 
ción o mutaciones especificas del 
material genético de la célula. 

El objetivo de esta monografía es 
introducir conceptos básicos de 
biología clínica molecular, describir 
los hallazgos de genética de los 
mas importantes tumores sólidos en 
niños incluyendo el Neuroblastoma, 
el tumor de Wilms, y el Rabdomio- 
sarcoma. Es responsabilidad del 
cirujano que maneja tumores sólidos 
en niños aprender conceptos 
básicos de genética molecular y 
biología de tumores para proveer 
cuidado racional integrado de 
forma adecuada. 

La identificación de nuevos 
oncogenes y genes supresores de 
tumores continuará siendo un 
hallazgo importante en lo que 
respecta diagnóstico, la detección 
temprana del Cáncer, su recidiva 
luego de terapia adecuada y como 
objetivo potencial para terapia 
genética. Las proteínas producto de 
estas mutaciones genéticas son 
antígenos específicos de tumores y 
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objetos potenciales de terapia. 

El problema es que se necesita 
manipular su desarrollo y división 
dentro del núcleo de la célula que 
contiene un sistema estable de 
división y crecimiento. Es muy 
probable que avances en genética 
y biología molecular establecerán 
las técnicas necesarias para 
manipular el material genético del 
ADN y la célula cancerosa afectada 
en un futuro cercano. 
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Summary: 

i In most hospitals in Puerto Rico 
the dying process of terminally ill 
patients is inappropriately 
prolonged. And this occurs often 
without the patient's consent and ¡n 
violation of basic ethical principies. 
Three erroneous beliefs are 
prevalent: 1 -That withdrawing life 
support therapy is morally or legally 
different from not starting it. 2-That 
there is a moral and legal difference 
between appropriate acts and 
appropriate omissions. 3-That good 
medical practice is determined by 
the courts instead of the medical 
profession. Institutional policies are 
not in harmony with contemporary 
medical ethics. To avoid possible 
legal entanglements medical 
institutions permit their faculties to 
prolong the suffering of patients in 
violation of two basic moral 
principies: nonmaleficence and 
respect for autonomy. An illustrative 
case provides a philosopher and a 
moral theologian the opportunity to 
analyze the applicable moral prin¬ 
cipies. A professor of ¡urisprudence 
reviews statutes evolved at the State 
and Federal level that support the 


rights of patients and their families to 
refuse unwanted treatments. Medical 
faculties must ensure that institutional 
policies do not viólate their 
professional ethics. The medical 
profession and the citizenry at large 
should lobby for the passage of 
statutes in Puerto Rico which clearly 
valídate the necessary harmony 
between medical ethics and the law.’ 

Key words: medical ethics, life support 
care, terminal care, medical futility, 
nonmaleficence, respect for autonomy, 
distributive justice, 


jjflorality is a public system that 
guides the behavior of rational 
people. It is a system constantly 
used in our day-to-day decisions. 
When stripped of legal fears or odd 
religious fanaticism, all of us, even in 
our pluralistic society, should have a 
sufficient understanding of morality 
to ¡udge whether a proposed act is 
immoral in the medical setting or in 
our daily livesf 1). 


The social commitments of the 
physician-to sustain life and relieve 
suffering-exist within this public 
moral system. When these two 


fundamental duties appear to be in 
conflict, physicians must choose the 
correct moral act: the action or 
inaction that best serves the interest 
of the patient. If the patient is 
competent, his personal preference 
should prevail. If the patient is 
incompetent, and his preferences 
have not been previously indicated, 
a surrogate should be identified. 
"The decisión should be based on 
the best interests of the patient (what 
outcome would most likely promote 
the patient's well—being)"(2). 

We present here an example of 
what to our knowledge is a daily 
occurrence in most of the hospitals 
of Puerto Rico: the inappropriate 
prolongation of the dying process of 
patients, without their consent and in 
violation of basic ethical principies. 
The case is discussed by a moral 
philosopher (JRE), a moral 
theologian(JF), and a retired surgeon 
and professor of ¡urisprudence (Rl). 


Case presentation 

A concerned niece brought to the 
emergency department a 71- year 
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oíd widower who had suffered from 
recurrent nausea and vomiting for 
the last three days and had recently 
vomited coffee ground material. 

He had consumed one bottle of rum 
and smoked three packs of 
cigarettes daily for the last 50 years. 
He had moved back to Puerto Rico 
two months before. His niece had 
noted a progressive distention of his 
abdomen in the past 3 weeks. 

He had been somnolent, disoriented 
and aggressive for the last two 
weeks, and had stopped drinking 
alcohol for the last three days. 

On admission to the hospital his 
temperature was 37.5 C, pulse 
106, respiratory rate 28 and blood 
pressure 140/70 mm of Hg. He 
appeared chronically ¡II, ¡aundiced, 
and was confused as to time and 
place. His mouth was missing many 
teeth and the remaining showed 
múltiple cavities. There was no 
¡ugular venous distention. The heart 
had a regular rhythm and there were 
no murmurs or gallops. There were 
basilar crackles bilaterally but no 
wheezing. The abdomen was 
markedly distended with fluid and 
there was venous collateral 
circulation. The rectal exam showed 
black stools, positive for blood. 

There was generalized pitting 
edema on lower extremitie's up to 
the groin and the testicular sac was 
distended with fluid. 

A gastric aspírate was positive for 
blood and a paracentesis yielded 
1500 mi of slightly turbid straw- 
colored fluid. The patient received 
thiamine 100 mg IV for‘the 
suspected alcohol withdrawa!; 
vasopressin 100 units in 250 mi of 
DW at 40 mi per hour, and a 
nitroglycerin infusión 50 mg in 250 
mi of DW at 3 mi per hour, as part 
of the treatment for upper 
gastrointestinal bleeding; vitamin K 
10-mg daily to improve the activity 
of coagulating factors; furosemide 
40 mg every ó hours and 


spironolactone 100 mg every 12 
hours to reduce edema; ranitidine 
hydrochloride 300 mg in 100 mi of 
0.45 mi per hr. to raise the 
intragastric pH; lactulose 50 mi 
every ó hours to reduce the level of 
ammonia. 

The admission hemoglobin was 
10 GM /di. The only relative with 
him, his niece, gladly gave the 
necessary permissions for the blood 
transfusions and three units of blood 
were requested. Twenty-four hours 
after admission he had a 
cardiorespiratory arrest that required 
a prolonged cardiopulmonary 
resuscitation. The patient was 
placed on mechanical ventilation 
and telemetry. 

The chest film after intubation 
showed a pulmonary infíltrate on the 
left lung. A CT of the abdomen 
showed a left pleural effusion. There 
was severe distention of the colon 
with huge amounts of retained fecal 
material suggesting paralytic ileus 
and a very large amount of ascitic 
fluid. The kidneys, liver and spleen 
were found normal in size. 

The second day of hospitalizaron 
the patient was seen on consultaron 
by a pneumologist who thought the 
patient had septic shock and meta- 
bolic encephalopathy and dopa- 
mine was initiated to keep the blood 
pressure above 90/60 mm Hg. 

On the third day of hospitalization 
the patient was unresponsive and 
renal insufficiency worsened. 

The creatinine ¡ncreased to 3.5mg / 
di and the ammonia levels reached 
174 mmol / I. The sputum culture 
was reported positive for Klebsiella 
Pneumonía and the ascitic fluid 
positive for E. Col i. To treat these 
organisms aztreonam, 1 GM every 
8 hours and piperacillin-tazobactam 
2.275 mg every 6 hours were 
added to the intravenous antibiotic 
regimen. Three units of packed cells 


were given to maintain the 
hemoglobin above 10 GM /di. 

An increasing amount of dopamine 
by infusión was required to maintain 
a physiologic blood pressure. 

His Glasgow coma Índex was 3 to 
4 with preserved corneal and deep 
tendón reflexes. The neurologist 
recommended a head CT sean, that 
showed mild cerebral atrophy and 
an electroencephalogram (e.e.g.) 
which, at the time, was not 
available in the ¡nstitution. 

At this ¡uncture, three days after 
admission, a daughter and a son, 
who had arrived from New York, 
and the niece of the patient, were 
told about the progressive multi- 
organ failure and poor prognosis of 
the patient. On the fifth hospital day, 
the daughter, who worked in a 
hospital, after Consulting with her 
siblings and her cousin, signed a 
DNR. She ¡nformed the staff that her 
father had told her he did not want 
ever to be intubated, under any 
circumstance. That same day the 
family drafted and signed a paper 
specifying that it was their 
unanimous opinión that no further 
medical interventions be made, 
including venipunctures. 

They requested that all treatments, 
including intravenous infusions, be 
stopped, fully aware that the 
patients biological persistence was 
dependent on many of the 
medications and specifically on the 
mechanical ventilation. 

Múltiple consultations with sénior ■ 
residents and staff yielded the same 
answer: "In this hospital, once a 
patient is placed in a respirator, 
ventilator support may not be 
withdrawn. In addition arterial and 
venous punctures are necessary to 
monitor the hemoglobin and the 
level of oxygenation. Intravenous 
antibiotics and mechanical 
ventilation must be maintained". 

An attending physician admitted to 
the resident that he knew the 
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prognosis of the patient was zero, 
but that legal counsel was of the 
opinión that without a court order a 
respirator could not be discontinued. 
He suggested that the Ethics 
Committee be consulted. 

On the sixth hospital day the 
Ethics Committee was consulted and 
two days later the committee met 
with the family. The family brought 
with them a notarized document 
requesting that "no artificial 
measures or mechanisms be used, 
including the mechanical ventilator. 
They relieved the Hospital and all 
the attending physicians of the 
natural consequences that the 
disconnection of the mechanical 
ventilator would bring about". 

The committee advised the family 
; that ethically there was no 
contraindication to discontinué the 
ventilator, but that it was not legally 
possible if cerebral death had not 
been established. The family tried, 
then, to obtain a court order that 
would make possible for the medical 
staff to accept their wishes, but this 
was not possible. The district 
attorney ¡nformed the family that if 
the patient was brain dead no court 
order was necessary and otherwise 
this was a decisión to be made by 
the physician and the family. 

The attending physician, guided by 
the opinions of legal advisors and 
the hospital administration, refused 
to take the responsibility of 
discontinuing the respirator. 

On the ninth hospital day, to the 
enormous relief of the distressed 
family, the patient's heart stopped 
beating. At the time of his demise he 
occupied a regular hospital bed 
since the medical staff, conscious 
that the patient was dying, did not 
admit him to the overtaxed intensive 
care unit. From the fifth hospital day 
when both the family and the staff 
agreed that further medical 
interventions were futile, the 
treatment of this dying patient cost 
in antibiotics alone over $ 1 300. 


Discussion 

José R Echevarría Ph.D: 

This case dramatizes how clinical 
¡udgements not based on sound 
ethics and legal precedent transíate 
into bad medical practice. It also 
shows the discrepancy between 
what we in the medical humanities 
present to medical students as a 
patient-centered professional 
conduct that is both morally and 
legally defensible, and the 
"practicaI" lessons these students 
later receive in the hospital on how 
to manipúlate patients to shun real or 
imagined legal entanglements. 

A hospital policy which does not 
allow ventilatory support to be 
withdrawn when it is no longer 
medically indicated is ethically 
obtuse on two counts: It tramples on 
the right of patients and surrogates 
to request discontinuation of therapy, 
and it scares away physicians from 
trying a potentially useful therapy for 
fear of later not being a ble to stop 
treatment if it proves unsuccessful. 

Three erroneous beliefs are at the 
bottom of the dismaying manage- 
ment of this case. A first error is the 
assumption that withdrawing life 
support therapy is morally or legally 
different from not starting it. Any 
introductory textbook on medical 
bioethics will explain that the 
distinction between withholding and 
withdrawing is morally irrelevant 
(3,4). Treatment decisions should be 
based on the patient's choice and 
well being, and ultimately on the 
benefits-burden ratio of the treatment 
as ¡udged by the individual patients 
or their responsible decision-makers. 
Beauchamp and Childress aptly 
summarize the point: "Treatment can 
always permissibly be withdrawn if 
it permissibly can be withheld"(3). 
Neither does the law attach to the 
distinction much significance. 

The influential and often quoted 
President's Commission for the Study 


of Ethical Problems in Medicine and 
Biomedical and Behavioral Research 
stated in its now classic report of 
1983 that "nothing in the law, 
certa¡nly not in the context of the 
doctor-patient relationship makes, 
stopping treatment a more serious 
legal issue than not starting 
treatment. In fact, not starting 
treatment that might be in the 
patient's interests is more likely to be 
held a civil or criminal wrong than 
stopping the same treatment when it 
has proved to be unavailing"(5). 

A Massachusetts court clearly 
phrased the point: "a physician has 
no duty to continué treatment once it 
has proven ineffective"(ó). 

It is worth noting that in the case 
at hand the decisión not to withdraw 
the respirator had nothing to do with 
suiting the interests of the patient. 

It was well understood that the 
patient's condition could not improve 
and would soon be fatal. 

Why, then, were futile, highly 
invasive procedures forced on him 
against the reasonable, rightful and 
unanimous request of those morally 
and legally responsible for his 
treatment decisions? Why was this 
dying patient held under medical 
arrest? The answer is simple: the 
hospital wanted to play safe, taking 
no risk in actions that could even 
remotely suggest legal liability. 

Underlying this fear is a second 
mistake: the belief that there is a 
moral and legal difference between 
acts and omissions. That mistake 
explains why the hospital was 
receptive to the request of the 
patient's relatives for a DNR order, 
yet balked at removing the 
respirator. Not performing CPR if the 
patient had a cardiorespiratory 
arrest-the hospital staff confidently 
thought- would be omitting 
treatment, for which, upon the 
patient's death, no one would be 
found at fault; disconnecting the 
respirator, however, would be acting 
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¡n a way that could result ¡n death 
(and, reading their minds, in 
headaches for the hospital!) Yet 
writing a DNR order is doing 
something, not just doing nothing. 

The subtle difference between acts 
and omissions is philosophically 
elusive; it does not determine by 
itself what is morally acceptable. 
Treatment decisions which allow 
death to occur, when made by a 
patient or surrogate, are usually 
morally acceptable and in 
compliance with homicide laws (5). 
During the last two decades United 
States courts have consistently held 
that when acts of forgoing life 
sustaining treatment eventuate in 
death, the cause of death is not the 
action of the physician, patient or 
surrogate, but an underlying disease 
or injury (8). 

The third mistake was to think that 
since no statute in Puerto Rico 
explicitly authorizes withdrawing a 
respirator from a patient, albeit near 
death, the hospital staff could not 
proceed with disconnection without 
a court order. It was assumed that 
since the legal definition of brain 
death would allow the withdrawal of 
the respirator from certain artificially 
breathing bodies-those certified as 
brain dead-respirators may not be 
legally withdrawn from breathing 
patients unless they are brain-dead. 
This "legal concern", based on faulty 
reasoning, diverted attention from 
the real issue facing the hospital— 
the moral duty to stop further 
medical interventions expressly 
refused by legally responsible 
relatives-to a non-issue: whether or 
not the patient was brain-dead. 
Being legally dead is one reason for 
ending treatment; another reason, 
morally binding on caregivers, is 
valid treatment refusals by patients or 
surrogates. There is no statute that 
forbids honoring valid treatment 
refusals by patients or surrogates. 

The core of good medical practice 
is the patient and his needs. 


Caregivers in this case, uncritically 
yielding to a self-serving hospital 
policy unreasonably designed to 
ensure absolute immunity, abdicated 
their duty of loyalty to their patient 
and respect for his autonomy and 
dignity. 

Jorge Ferrer SJ, STD: 

There are families and health care 
professionals who think that they 
have the moral duty to use every 
possible technological intervention in 
order to extend a dying person's 
biological life, even if such a life is 
extremely burdensome for the patient 
and her loved ones. According to 
this viewpoint, physical life has to be 
extended at all costs; death is seen 
as a medical failure rather than a 
fact of life, inherent to our finite 
condition. 

As a Christian ethicist, I must 
strongly disagree with such idolatry 
of biological life. As R.A. 

McCormick has pointed out, 

"the Judeo-Christian tradition has 
attempted to walk a middle path 
between medical vitalism (that 
preserves life at any cost) and 
medical pessimism (that kills when 
life seems frustrating, burdensome, 
"useless") (10). The Judeo-Christian 
middle course holds that life is a 
precious good, but not an absolute 
one. There are other valúes that may 
take precedence over the 
preservation of purely biological 
life, such as fidelity to God and to 
one's own moral integrity, the 
Service to loved ones, or the 
preservation of freedom and peace 
for one's own nation. Indeed it could 
be argued that biological life is 
precious precisely because it allows 
us to realize the higher spiritual 
valúes that give full meaning to 
human life. 

The obligation to preserve 
biological life has been traditionally 
understood by Christian theologians 
as a limited one. This conviction was 


captured in Román Catholic 
theology in the classical distinction 
between ordinary and extraordinary 
means. Catholic theologians today 
have generally abandoned that 
distinction for it is perceived, among 
other reasons, as being 
inappropriately centered on the 
therapeutic means, rather than on 
the person. Many contemporary 
theologians, as well as some official 
church documents, prefer the 
distinction between proportionate 
and disproportionate means to 
sustain life. Means to sustain life are 
considered morally obligatory only 
when the burdens they impose on 
the patient are proportional to their 
potential benefits. 

Catholic principies are in 
harmony with contemporary 
Bioethics and Biolaw. The patient 
has the right to accept or refuse 
medical treatments, according to his 
or her personal valúes, convictions, 
projects and preferences. The right 
to refuse medical treatments ¡ncludes 
the withdrawal of treatments already 
initiated. There is no relevant moral 
distinction between withholding a 
treatment (i.e. not initiating it) and 
withdrawing the same treatment 
once it has proven to be futile or the 
competent patient rejects it for 
personal reasons (for example, 
stopping a course of chemotherapy 
because its side effects have 
become too burdensome for the 
patient). 

In the case under consideration, 
the patient was not capacitated to 
express personally his own wishes, 
but his appropriate representatives 
repeatedly expressed the desi re to 
haven futile life—supporting 
intervention withdrawn. The patients 
children drafted and signed 
documents, including notarized 
documents, expressing their wishes 
and relieving the hospital from all 
legal responsibility. It was medically 
clear that the patient was hopelessly 
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¡II. The mechanical ventilator was not 
improving the patient's quality of life. 
The only reason to refuse to comply 
with the family's request was the 
practice of defensive medicine. 

Futile and burdensome treatment 
was imposed on this patient against 
the expressed and documented 
wishes of his legitímate represen¬ 
tad ves. 

At least three basic ethical 
principies have been grossly violated 
in this case: nonmaleficence, respect 
for autonomy, and distributive 
¡ustice. The violation of the first two 
principies should be evident from 
what has been already said. The 
third one refers to the wasteful use 
of expensive and scarce technolo- 
gies to impose on an unwilling 
patient a clearly futile treatment. 
Moreover, this case points to a 
problem of organizational ethics. 

The administrators of medical 
institutions are failing in their 
responsibility to establish and 
actualize procedures for the ethical 
management of end-of-life cases. 

Ramón Isales , MD, JD: 

First let us State the legal problem: 
Do relatives have the right to refuse 
treatment for an ¡ncompetent patient 
who has left no documented 
advance directives? 

At the present time there is no law 
in Puerto Rico that authorizes 
relatives of an ¡ncompetent patient in 
a terminal condition or a persistent 
vegetative state to act as a surrogate 
for this type of patient. Since 1991 
four different bilis addressing this 
problem have been filed in the State 
legislature, but none of them has 
gone beyond discussion in a legisla- 
tive committee. By way of contrast, 
numerous States have approved 
statutes allowing family members 
and, in some cases, cióse friends, 
to make health care decisions for 
their relatives in circumstances such 
as the one described here. 


Since the well-publicized case of 
Karen Quinlan (1 2) the courts have 
adopted the doctrine of substituted 
¡udgement to solve these cases 
when there is controversy. 

The courts, throughout all ¡urisdic- 
tions, have established that an 
¡ncompetent patient does not lose his 
right of autonomy. In the light of this 
substantive principie, plus the also 
substantive principie of beneficence, 
the courts try to determine what the 
patient would have done if he had 
been able to express his will. 

The Illinois Court, in In re: Estate 
of Longeway (13), expressed one of 
the best expositions of the doctrine 
of substituted ¡udgement when it 
said: "under substituted ¡udgement a 
surrogate decisión maker makes 
attempts to establish, with as much 
accuracy as possible, what decisión 
the patient would make if he were 
competent to do so. Employing this 
theory, the surrogate first tries to 
determine if the patient had 
expressed explicit intent regarding 
this type of medical treatment prior 
to becoming ¡ncompetent. Where 
no clear intent exists the patient's 
personal valué system must guide the 
surrogate." This decisión evidences 
a clear determination of the courts to 
protect the patient's wishes and to 
protect his personal dignity and right 
of autonomy. 

In the case of Karen Quinlan the 
New Jersey Court said (12): "We 
consider that a practice of applying 
to a court to confirm such decisions 
(of a hospital ethics committee) 
would generally be inappropriate, 
not only because that would be a 
gratuitous encroachment upon the 
medical profession's field, but 
because it would be impossibly 
cumbersome". Later on in the 
decisión it added: "Decisión making 
within health care, if it is considered 
as an expression of a priman/ 
obligation of the physician, primun 
non nocere, should be controlled 


primarily within the patient-doctor- 
family relatíonship." This expression 
has found echo in other ¡urisdictions. 

We know that no right is 
absolute. The Massachusetts 
Supreme Judicial Court, in the case 
of Belchertown State School versus 
Saikewicz, found four countervailing 
state interests that could overeóme a 
patient's or a relatives choice(14): 

1 - preservation of life, 2- protection 
of the interests of ¡nnocent third 
parties, 3- prevention of suicide, 

4- maintenance of the ethical 
integrily of the medical profession. In 
the case at hand none of those 
interests were menaced. 

In the Belchertown case the 
Massachusetts Court further added 
(14): "It is clear that the most 
significant of the asserted state 
interests is that of the preservation of 
human life. Recognition of such an 
interest, however, does not 
necessarily resolve the problem 
where the affliction or disease 
clearly indicates that life will soon 
end, and inevitably be extinguished. 
The interest of the state in prolonging 
a life must be reconciled with the 
interest of an individual to reject the 
traumatic cost of that prolongaron". 
This doctrine has been universally 
approved in the United States. 

Moreover, a constitutionally 
protected liberty interest in refusing 
unwanted medical treatment has 
been recognized by the Supreme 
Court of the United States in the 
case of Cruzan versus Director of 
Missouri Department of Health (1 5). 
When a relative refuses treatment 
the state may require clear and 
convincing evidence that such was 
the wish of the patient. But, once 
that clear evidence is presented, as 
it was in the case under discussion, 
the patient's wishes as expressed by 
his relatives should be respected 
without the need of a court order. 
Supreme Court Judge O'Connor 
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expressed ¡t this way: "In my view 
such a duty may be constitutionally 
required to protect the patienf's 
liberty ¡nterest ¡n refusing medica! 
treatment". 

Do relatives have the right to 
refuse treatment for an ¡ncompetent 
patient who has left no documented 
advanced directives? In light of the 
above, it is my opinión that the 
answer is a definite yes. 

Conclusions 

Statutory regulation is not a 
requirement for action in the medical 
environment. Courts have 
traditionally paid deference to 
medical actions performed in good 
conscience and in accordance with 
the standards of the profession. 

Most of the fears of legal entan- 
glements on the part of health 
professionals and hospitals in cases 
where withdrawal of futile treatment 
is the appropriate medical and 
moral action are not ¡ustified. 

Medical faculties most ensure 
that institutional policies do not 
viólate their professional ethics. 
Administrators must be made aware 
of the right of patients and their 
surrogates to request humane 
withdrawal of futile medical 
treatments, including ventilators. 

Futile treatments, particularly when 
they are unauthorized, are unethical 
and may be subject to challenge in 
a court of law. The medical 
profession, hospital administrators 
and the citizenry at large (as has 
occurred in other ¡urisdictions) should 
actively lobby the legislature for 
passage of statutes that valídate the 
necessary harmony between 
medical ethics and the law. 


Resumen: 

En la mayoría de los hospitales 
de Puerto Rico el proceso de morir 
de pacientes-en fase terminal es 
inapropiadamente prolongado. 

Y esta prolongación inapropiada 
ocurre frecuentemente sin el 
consentimiento del paciente y en 
violación de principios éticos 
básicos. Hay tres creencias erróneas 
comunes: 1- Que retirar la terapia de 
sostén es moralmente o legalmente 
diferente a no iniciarla. 2- Que hay 
una diferencia moral y legal entre 
acciones apropiadas y omisiones 
apropiadas. 3- Que la práctica 
correcta de la medicina la 
determinan los tribunales y no la 
profesión médica. La política de las 
instituciones hospitalarias no 
armoniza con los principios de ética 
médica contemporáneos. Para evitar 
posibles complicaciones legales, las 
instituciones hospitalarias permiten la 
prolongación del sufrimiento de 
pacientes en violación de dos 
principios morales básicos: 
no-maleficencia y el respeto a la 
autonomía. Un caso ilustrativo 
permite a un filósofo y a un teólogo 
moral analizar los principios morales 
violados. Un profesor de derecho 
revisa la evolución de la 
jurisprudencia estatal y federal que 
sostiene el derecho de pacientes 
y de sus familias a rechazar 
tratamientos no deseados. 

Las facultades médicas de 
instituciones hospitalarias deben 
asegurarse de que la política 
institucional no viola la ética 
profesional. La profesión médica 
y la ciudadanía en general deben 
exigir de la legislatura de Puerto 
Rico la aprobación de estatutos 
que claramente establezcan la 
necesaria armonía entre la ética 
médica y la ley. 
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Unusual Clinical Presentation of a Prenatally 
Diagnosed Intracardiac Tumor ¡n an Asymptomatic 
Newborn with Spontaneous Regression During Infancy 

J. Bauza-Rossi, MD, H. Tosson, MD 


Introduction: 

Primary tumors of the heart are 
uncommon in infancy and 
childhood. (1) When present, 
depending on their location, size, 
and time of onset, they can lead to 
hemodynamic compromise and 
arrhythmias resulting in a fatal 
outcome before or after birth. (2) 
Although prenatal ultrasonography 
allows for a high rate of detection, 
diagnosis of cardiac tumors is 
usually made after birth in 
symptomatic infants who present 
with a heart mumur, heart failure, 
cyanosis, or arrhythmia. (3, 4) 

Most primary cardiac tumors 
detected prenatally and at birth are 
rhabdomyomas. (5, ó) Sponta¬ 
neous regression of these lesions has 
been previously reported. (1 3) 

These tumors are found in at least 
50% of patients with Tuberous 
Sclerosis. (8, 11) Thus, patients 
with cardiac rhabdomyomas must 
undergo work up to rule out the 
presence of Tuberous Sclerosis. 
However, during early infancy, in the 
absence of family history positive for 
this disease, the tumor itself may be 
the only manifestation of Tuberous 
Sclerosis. 

We report the spontaneous 
regression of a prenatally diagnosed 
intracavitary tumor that partially filled 
the right ventricle without obstruction 
of either the inflow or the outflow, 


identified through routine prenatal 
ultrasonography in an asymptomatic 
infant. The tumor disappeared spon- 
taneously and completely over 7 
months of observaron. The patient 
remained tumor-free and asympto¬ 
matic by the first birthday. 

This case ¡llustrates the usefulness 
of routine prenatal ultrasonography, 
the benefits of echo-doppler as a 
tool for serial assessment of the 
tumor structure and intracardiac 
hemodynamics, and the option of 
abstaining from surgical excisión 
when tumors with the potential for 
spontaneous regression do not 
interfere with intracardiac 
hemodynamics ñor are a cause of 
life-threatening arrhythmias. 

Key words: 

Intracardiac tumor, rhabdomyoma, 
tuberous sclerosis, asymptomatic infant, 
prenatal ultrasonography, 2-D 
echocardiography, cine image digital 
memory, B-Color, Color Doppler. 

Case Report: 

patient was an asymptomatic 
full term male infant born at the 
Bayamón Regional Hospital to a 
healthy 20 year-old grávida 2, para 
2, woman by spontaneous vaginal 
delivery after an uncomplicated 
gestation. Birth weight was 3900g. 
Apgar score was 8 and 9 at 1 and 
5 minutes respectively. The parents 
and one sibling were healthy. There 


was no family history of neurological 
disease, seizure disorder, mental 
retardation, or Tuberous Sclerosis. 

A highly echogenic, round, 
intracardiac mass was found on 
routine fetal sonogram at 1 8 weeks 
gestation. There was never 
evidence of fetal distress, 
arrhythmia, or nonimmune hydrops 
on subsequent fetal studies. Physical 
examination at birth revealed a well 
developed, healthy-looking boy 
without heart murmurs, or unusual 
heart sounds. Peripheral pulsations 
were normal. There were no visible 
skin lesions ñor hypomelanotic 
macules that were discernible by 
ultraviolet light examination (Wood's 
light). Skull series, electroencepha- 
logram, and Cranial Computerized 
Tomography were normal. The 
electrocardiogram was normal for 
age without evidence of arrhythmia, 
strain pattern, undue hypertrophy, 
heart block, or pre-excitation. The 
chest radiograph showed a normal 
cardiovascular silhouette with normal 
pulmonary circulation. 

A two-dimensional echocardio- 
gram obtained at birth located the 
prenatally detected intracavitary 
mass within the right ventricular 
chamber. Upon parasternal short 
axis interrogation at the level of the 
aortic annulus, an ellipsoid shaped 
mass was seen within the right 
ventricular body, midway between 
the tricuspid and pulmonary valves, 
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but closer to the latter. (Fig. 1 A) 

The tumor was ¡nitially 1.9 x 1.2 cm 
with a cross-sectional area of 2 
cm2. It was attached to the right 
ventricular free wall by a stem that 
was 0.6 cm long and 0.4 cm wide. 
This stem allowed for a restricted 
range of motion within the chamber 
during the cardiac cycle along both 
the long and short axis of the right 
ventricle. (Fig. IB) This caused the 
mass to apparently shrink and 
increase its size as it moved 
sideways from and towards the 
scanning plañe. 

B-Color processing of the two- 
dimensional gray scaie image 
identified the intracavitary mass as 
being well circumscribed, finely 
speckled, of homogeneous texture, 
and isoechoic with the surrounding 
myocardium. (Fig. 2) Spectral 
Doppler analysis of right ventricular 
hemodynamics revealed no 
signicant gradients across the right 
ventricular outflow tract, no evidence 
of Tricuspid stenosis, and no 
significant tricuspid backflow. 

Color Doppler mapping allowed for 
identification of the hemodynamics 
around the floating tumor and the 
resulting tumor-eclipse-effect caused 
by the Color-coded blood as it 
passed by the mass during the 
cardiac cycle. (Fig. 3) The patient 
remained asymptomatic throughout 
his first year. Serial two-dimensional 
echocardiography documented the 
reduction of the tumor mass at a rate 
of 3 mm per month until it completely 
I disappeared by age 7 months. 

(Fig. 4) On his first birthday, the 
patient remained asymptomatic and 
tumor free. 


Discussion: 

Primary cardiac tumors are 
uncommon at all ages, but they are 
least common among infants. (3, 8) 
In a 1968 report of 1 1,000 
pediatric autopsies, the incidence of 


cardiac tumors was determined to 
be 0 . 027 % (1). Rhabdomyomas, 
fibromas, myxomas, hemangiomas, 
and teratomas are, in decreasing 
order of frequency, the most 
common benign primary cardiac 
tumors in childhood. With the 
exception of rhabdomyomas that are 
frequently múltiple, all other benign 
primary cardiac tumors appear as 
solitary lesions. (3, 9) 

By far, rhabdomyomas are the 
most frequently encountered cardiac 
tumors in childhood. Most cases 
have been presented below one 
year of age and the male/female 
ratio of incidence is reported to be 
2:1. (5, 10, 11) Rhabdomyomas 


Figure 1. 

Two-dimensiotal 
echocardiogram of 
patient at age 1 
month. Parasternal 
short-axis in: (A) 
Diastole and (B) 
Systole. In diastole 
the free-floating 
intracavitary right 
ventricular tumor 
moves towards the 
scanning plañe so 
that it appears to 
occupy the entire 
right ventricular 
outflow tract. In 
systole the tumor 
moves away from the 
scanning plañe so 
that its attachment to 
the right ventricular 
free wall is revealed. 
T, Tumor; Ao, Aorta; 
PA, Pulmonary 
Artery. 


are well circumscribed, non- 
encapsulated, usually intramural 
nodules which when large enough 
can protrude into the cardiac 
chambers. When intracavitary, 
these tumors can be broad based or 
attached to the myocardial wall by 
a short stalk. They can occur 
anywhere in the heart with the left 
ventricle followed by the right 
ventricle being the preferred 
locations. (4, ó) 


Depending on their size and 
location, rhabdomyomas can 
¡nterfere with cardiac function 
causing heart failure, hypoxemia/ 
cyanosis, I ife-th reaten i ng arrhythmia, 
and death before or after birth. 
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Figure 2. 

B-color maps of two-dimensional echocardiographic views of patient at age 2 months. (A) 
Parasternal long-axis ¡n Systole. (B) Parasternal short-axis ¡n Systole. (C) Parasternal short- 
axis at the level of the mitral orífice showing the tumor attachment to the ríght ventrícular 
wall. (D) Parasternal short-axis in diastole. 

T, Tumor; LV, Left Ventricle; Ao, Aorta; PA, Pulmonary Artery; LA, Left Atrium. 


Nonimmunogenic hydrops can be 
due to both hemodynamic compro- 
nnise and to arrhythmia. (2, 20-22) 

After birth, rhabdomyomas can 
cause valvular obstruction mimicking 
atrio-ventricular valve atresia and 
semilunar valve stenosis. (23-25) 
Several arrhythmias such as Supra- 
ventricular tachycardia, Ventricular 
tachycardia, Ventricular fibrillation, 
and the Wolff-Parkinson-White 
Syndrome have been recognized as 
complications of intracardiac 
rhabdomyomas. (26-29) 

The association between intracar- 
diac rhabdomyomas and Tuberous 
Sclerosis has long been established. 
(6, 8, 10-12, 17, 30) The disease 
is a hamartosis where an abnormal 
mixture of tissue with tumor-like 
excesses develop in múltiple visceral 
organs. At least 50% of patients with 
intracardiac rhabdomyomas have 


Tuberous Sclerosis and vice versa. 
The risk of patients with rhabdo¬ 
myomas of having Tuberous 
Sclerosis ¡ncreases if tumors are 
múltiple. (6, 1 1, 17, 23) 

Rhabdomyomas are hamartomas 
or histologically benign lesions that 
do not progress and that often if not 
always go into spontaneous 
regression. (5,6, 12) Proof of 
spontaneous regression of these 
tumors abounds in the literature. 

(11, 13-19) 

A clue to the spontaneously 
evanescent nature of rhabdomyomas 
lies in the fact that in Tuberous 
Sclerosis the incidence of 
rhabdomyomas is much higher in 
children than in adults. (1 2) 

Because of these characteristics, 
rhabdomyomas have been 
recognized as a disease of the 
young. (17) 


Figura 3. 

Two-dimensional echocardiographic 
views of patient at age 2 months 
utilizing simultaneous B-Color maps 
and Color Doppler. (A) Modified 
apical 5 chamber view during 
diastole reveáis a jet of color-coded 
tricuspid inflow-blood passing 
between the ventricular septum and 
the anteriorly attached right 
ventricular tumor. (B) Parasternal 
short-axis view in systole. (C) 
Modified parasternal short-axis view 
in diastole of the right ventricular 
tumor as it is eclipsed by Color- 
coded diastolic flow passing towards 
and away from the tumor. 

T, Tumor; RV, Right Ventricle; RA, 
Right Atrium; RVOT, Right Ventricular 
Outflow Tract; PA, Pulmonary Artery; 
Ao, Aorta. 
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Figure 4. 

Assorted two-dimensional echocardiographic views of patient at different ages depícting the progressive regression of the right ventricular 
tumor. (A) Modified parasternal long-axis view at birth. (B) M-mode strip at the level of the right ventricular outflow tract at birth. (C) 
Parasternal short-axis view at age 1 month. (D) Parasternal short-axis view at age 2 months. (E) Modified apical 5 chamber view al age 3 
months. (F) Parasternal long-axis view at age 4 months. (G) Parasternal long-axis view at age 5 months. (H) Parasternal short-axis view at 
age of 6 months. (I) Parasternal short-axis view of the tumor-free right ventricular chamber at age 7 months. 

T, Tumor; Ao, Aorta; RV, Right Ventricle; PV, Pulmonary Valve; LA, Left Atrium; RA, Right Atrium; TV, Tricuspid Valve; LV, Left Ventricle. 


All intracardiac rhabdomyomas 
causing hemodynamic compromise 
must undergo surgical excisión. 
However, a watchful conservative 
approach is desirable in the 
asymptomatic patient given the 
possibility of spontaneous 
regression. In our patient, although 
the tumor was intracavitary, the 
distinctly favorable location, midway 
between the tricuspid and the 
pulmonary valves, together with the 
absence of symptoms allowed for 
this approach. While most infants 


with intracardiac rhabdomyomas are 
symptomatic, the lack of symptoms 
in our case despite the relative large 
size tumor is unusual. In the 
asymptomatic infant, the surgical 
decisión must be made anticipating 
the possible migration of the tumor 
into either the inflow or outflow of 
the right ventricle causing occlusion 
and sudden death. In our patient,. 
review of the cine loop 2-D image 
digital memory allowed for a clear 
perception of the tethered tumor as it 
shifted back and forth throughout the 


cardiac cycle without encroaching 
into neither the inflow or the outflow 
of the right ventricle. B-color 
Processing of the gray scale 2-D 
image was helpful in that it allowed 
for a clearer visualizaron of the 
tumor. (7, 31) 

Although we did not have 
histologic confirmation as to the 
nature of our patient's tumor, its 
echocardiographic morphology 
along with the fact that it 
disappeared spontaneously is 
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sufficient proof that this was ¡ndeed 
a rhabdomyoma. Our patient did 
not have evidence of Tuberous 
Sclerosis by family history, a history 
of seizures, an abnormal cranial 
CAT sean, ñor cutaneous lesions. 
Since about two-thirds of cases of 
Tuberous Sclerosis are sporadic 
spontaneous mutations occurring in 
the absence of a family history for 
the disease (32); the tumor itself may 
be at this age the only manifestation 
of Tuberous Sclerosis. (9) All infants 
with spontaneously disappearing 
intracardiac tumors must be watched 
for the development of Tuberous 
Sclerosis 

In the past, cardiac tumors have 
been seldom recognized before the 
infants death, thus early diagnosis is 
paramount for survival. (4) 

Our case represents at 1 8 weeks 
the earliest in útero diagnosis by 
ultrasonography of an intracardiac 
tumor that went on to disappear 
spontaneously. This case 
emphasizes the ¡mportance of 
prenatal ultrasonography with 
attention to structural heart disease 
and the benefits of B-color mapping 
of 2-D echo-doppler images for 
serial assessment of intracardiac 
masses with a potential for 
hemodynamic compromise and/or 
spontaneous regression. 

The conservative approach was 
¡ustified in our case given the 
positive outeome. 

Introducción: 

Los tumores cardiacos primarios 
son poco frecuentes en la infancia. 
Cuando están presentes, 
dependiendo de su localización, 
tamaño y tiempo de debut, pueden 
causar compromiso hemodinámico y 
arritmias, lo que puede resultar en 
un desenlace fatal antes o después 
del nacimiento. La ultrasonografía 
prenatal permite una alta tasa de 
detección de estos tumores. 


Se presenta el caso de un tumor 
intracavitario que llenaba 
parcialmente el ventrículo derecho 
sin causar obstrucción del tracto de 
entrada o salida de dicho ventrículo 
el cual se identificó por ultrasono¬ 
grafía prenatal rutinaria en un 
infante asintomático. 

El tumor desapareció en 7 meses 
de observación de forma espon¬ 
tánea y completa. La estructura del 
tumor y la hemodinámica ¡ntracar- 
diaca se evaluó con procesamiento 
por Color-B de la imagen bidimen- 
sional en escala de gris y por 
Doppler a color. El paciente se 
mantuvo libre de tumor y asinto¬ 
mático en su primer año de vida. 

La mayoría de los tumores 
cardiacos primarios detectados 
prenatalmente son rabdomiomas. 

Se ha reportado remisión 
espontánea de estas lesiones 
previamente. Los rabdomiomas 
cardiacos se han relacionado con 
esclerosis tuberosa e incluso pueden 
ser la primera manifestación de esta 
enfermedad por eso estos pacientes 
se deben evaluar para descartarla. 

Este caso enfatiza la importancia 
del cernimiento rutinario por medio 
de ultrasonografía con atención 
especial a defectos cardiacos, el 
beneficio de eco-Doppler como 
herramienta para la evaluación 
seriada de tumores intracardiacos y 
la necesidad de evitar la extirpación 
quir'rgica de estos tumores cuando 
estos muestran un potencial para la 
remisión espontánea y sobretodo 
cuando no interfieren con la 
hemodinámica ni son causa de 
arritmias malignas. 
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JLL especialistas en 
Otorrinolaringología en Puerto Rico, 
han realizado una labor de la que 
pueden sentirse orgullosos. Como se 
evidencia en los diferentes tópicos 
cubiertos en esta edición especial 
existe en este grupo de 
profesionales un envolvimiento en la 
enseñanza, la investigación, el 
servicio y la práctica. Sin embargo, 
a la vez que esta compilación de 
artículos tiene como objetivo el 
difundir las diferentes dimensiones 
de esta especialidad, nuestra 
exhortación se dirige hacia las 
oportunidades y retos que se 
pueden seguir alcanzando. 

La expansión en el área de 
investigación de muchas de las 
especialidades en Puerto Rico no 
solamente es altamente deseada 
sino una gran necesidad. 

Se deben realizar esfuerzos 
dirigidos a fomentar el desarrollo de 
la investigación clínica y 
epidemiológica, que nos permitan 
obtener información de condiciones 
específicas en Puerto Rico. 

El entrenamiento de los médicos y 


otros profesionales de la salud debe 
incluir conocimientos por lo menos 
básicos, que les capaciten para 
realizar proyectos de investigación 
dentro de su especialidad. 

Se deben crear incentivos tanto 
económicos como científicos, que 
promuevan la participación del 
médico en actividades de 
investigación. La creación de un 
"track" con investigación dentro de 
las especialidades podría ser una 
forma de iniciar este estímulo. 

Sabemos que no todos los que 
pasan por una especialidad 
desearán seguir una carrera dentro 
de la investigación. Sin embargo, el 
lograr la participación de unos 
pocos dentro de este campo será 
de gran beneficio para la 
investigación clínica especializada. 

Exhortamos a quienes tienen el 
poder decisional para estos 
cambios, a que consideren esta 
visión de futuro como un medio 
efectivo para aumentar la investi¬ 
gación dentro de las especialidades 
médicas en Puerto Rico. 
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JC Sección de Otolaringología 
Cirugía de Cabeza y Cuello de la 
Asociación Médica de Puerto Rico, 
la Sociedad de Otolaringólogos 
Cirujanos de Cabeza y Cuello de 
Puerto Rico, el programa de 
adiestramiento de Otolaringología 
Cirugía de Cabeza y Cuello, del 
Recinto de Ciencias Médicas de la 
Universidad de Puerto Rico se 
complace en presentar a la clase 
médica de Puerto Rico esta edición 
especial del Boletín de la 
Asociación Médica de Puerto Rico. 

Hace varios años que comenzó 
una preocupación entre la 
membresía de las diferentes 
agrupaciones de Otolaringología 
Cirugía de Cabeza y Cuello en la 
cual presentían que la especialidad 
no era bien entendida. Tal vez esta 
confusión surge del viejo nombre de 
la especialidad de Oídos Nariz y 
Garganta, conocido mejor entre la 
comunidad médica de ENT, pero 
nuestra especialidad es mucho más 
abarcadora que meramente oídos, 
nariz y garganta. El colega 
Guillermo Martínez lanzó un reto a 
los miembros de la especialidad a 
que nos diéramos a la tarea de 
difundir a la clase médica de Puerto 
Rico lo que es la Otolaringología 
Cirugía de Cabeza y Cuello. 


Este es el producto de más de dos 
años de trabajo, una compilación 
de artículos que en sentido general 
le da al lector una idea de lo que 
hace nuestra especialidad y nuestra 
historia en Puerto Rico. 

Esta edición especial del Boletín 
de la Asociación Médica de Puerto 
Rico llega a la clase médica de 
Puerto Rico gracias a una 
aportación de la firma Glaxo 
Wellcome de Puerto Rico y su 
compromiso con la educación 
médica. Nuestro agradecimiento a 
la Asociación Médica de Puerto 
Rico por haber apoyado esta 
iniciativa. A todos nuestros colegas 
en Puerto Rico esperamos que el 
contenido de esta edición del 
Boletín les sea de beneficio 
profesional. 

Charles Juarbe M.D. 

Jefe de Otolaringología 
Cirugía de Cabeza y Cuello 
Hospital San Pablo; 

Profesor Asistente de Cirugía 
Esc. de Medicina Universidad 
Central del Caribe; 

Pres. Sociedad de Otolaringólogos 
Cirujanos de Cabeza y Cuello de 
Puerto Rico. 
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History of Otolarynqoloqy in Puerto Rico 
1898 - 1989 ip a tt i) 

J^/uerto Rico was discovered by On December 8, 1941 the United 
flhristopher Columbus on his second States entered the Second World 


r 

Antonio Rullán, M.D., FACS ’ 


voyage, November 19, 1843. Juan 
Ponce de León in 1508, established 
the first capital at Caparra, nearby 
what is now San Juan. In spite of 
many attacks by British and by Dutch 
forces the island remained a 
Spanish colony until July 25, 1 898, 
when, during the Spanish-American 
War, troops entered thru Guanica 
Bay near Yauco. It was a very short 
war. By the Treaty of París on 
December 10, 1898, Spain ceded 
Puerto Rico to the U.S.A. 

As far as medical history is 
concerned, the Puerto Rico Medical 
Assoc. founded September 21, 

1902, by Dr. Manuel Quevedo 
Báez. In 1914, the Puerto Rico 
Academy of Medicine was 
established and a Section of 
Ophthalmology and Otolaryngology 
was formed under Dr. Manuel 
Figueroa -the outstanding general 
surgeon at that time. The Academy 
lasted only until 1923. 

The Section of Ophthalmology 
and Otolaryngology of the Puerto 
Rico Medical Association was 
founded in 1940. On March 31, 

1970 it was divided into Ophthal¬ 
mology and Otolaryngology 
sections. 

The University of Puerto Rico was 
established November 12, 1903. 
Later the School of Tropical 
Medicine, in conjunction with 
Columbio University of New York 
City, was established in 1925. 


War which ended with Japan's 
surrender on Sept. 18, 1945. 

Most of our younger physicians 
served in the Armed Forces of our 
nation. 

Many things changed for the best 
after the war The School of 
Medicine of the University of Puerto 
Rico initiated its first class on August 
1950 and graduated 45 physicians 
onjune 1954. The Residency 
training program in Otolaryngology 
was started July 1, 1959 by Dr. José 
Picó at the San Juan City Hospital. 
The first two residents finished in 
1962 The program was taken over 
by the University of Puerto Rico 
School of Medicine onjuly 1970. 
Up to June 30, 1989, fifty eight 
physicians have finished their 
training in this program. Of these, 

1 8 have been certified by the 
American Board of Otolaryngology. 

When Dr. José Picó retired in 
1974, Dr. Antonio Rullán took over 
as Full Professor and Director of the 
program. When Dr. A. Rullán retired 
in 1978, Dr. Juan Trinidad took over 
the position which he still holds. 

The first two months of the Residency 
Training Program are spent taking 
the Basic Course (40 hours weekly) 
at the University of lowa under 
Dr. Brian F. McCabe. Starting 
September 1989, there will be an 
interchange of Residence with the 
University of Buffalo, N.Y., for a 
period of three months for each 
resident. 


Other historical events that have 
changed the practice of Otolaryn¬ 
gology in Puerto Rico have been: 

1. The discovery of Penicillin by Sir 
Alexander Fleming in 1938 at 
St. Mary's Hospital, London, 
England. Withthe possible 
elimination of many infectious 
diseases they used to say "ENT is 
a dying specialty". Insted a far 
new expansión of the specialty 
occured, and Head and Neck 
and Plástic surgery have become 
part of our field since 1948. 

On June 11,1948, the first total 
laryngectomy combined with 
resection of the right pyriform 
sinus and upper portion of the 
esophagous, was done in Puerto 
Rico by Drs. David Rodríguez 
Pérez and José Picó at the 
Oncologic Hospital of San Juan. 

2. The Hill-Burton act helped finance 
construction of many governmen- 
tal and prívate hospitals offering 
the surgeon an excellent place to 
practice surgery. 

3. The creation of pre-payment plans 
such as Blue Cross in 1944 and 
Triple S (Blue Shield of P.R.) in 
1959, as well as Medicare, 
guaranteed the physician 
payment for Services rendered. 
Before, most of the physicians 
depended on a government paid 
position. The number of prívate 
patients was very limited. 

4. Air transportation between the 
island and the mainland made 
interchange very easy. From an 


Dr. Rullán pass away last year. 
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8 hours non-stop flight from New 
York City to San Juan in 1946 it 
has come down to little over 3 
hours (By boat. It used to take 
three and a half days). 

5. Law 1 1 ofjune 23, 1976 
requires a mínimum of 20 credits 
hours per year in Continued 
Education for physicians. To 
renew the license to practice 
medicine, Law 4 of September 
12, 1983 requires renewal 
every three years, thus 60 credit 
hours of Continued Medical 
Education are required. 

With these historical data as 
back-ground, we can divide the 
practice of Otolaryngology in Puerto 
Rico into two periods: Period I from 
1 898 until 1946 and Period II from 
1946 until today. 

PERIOD I (1898 - 1946) 

During this period, Ophthalmo- 
logy and Otolaryngology were 
practice in combination. Training 
was by preceeptoraship. The 
physician interested in a specialty 
would take a post-graduate course 
at the USA or Europe. Course varied 
from weeks to months. Most Puerto 
Rican physicians attended the Post- 
Graduate School of the University of 
Pennsylvania. They returned home 
and worked at a government 
hospital, usually under the guidance 
of a sénior surgeon, which on many 
occasions was, a General Surgeon. 
This way they put into practice what 
they had learned in theory at the 
post-graduate school. At that time 
there was no organized residency 
training program in Puerto Rico. 

The physicians practising the 
specialty during this First period here 
at San Juan, whom I recall by 
personally knowing or working with 
them, were: 

Dr. Nicolás Quiñones Jiménez 


Dr. Agustín Laugier 
Dr. Mañano Caballero 
Dr. Miguel A. Mariani 
Dr. Adolfo Bernabé 
Dr. Frank Quiñones 
Dr. Rafael Maldonado 

Dr. Lewis Babcock arrived in 
Puerto Rico from New Jersey after 
World War I and stayed here until 
he died of Cáncer of the Larynx in 
1947. 

Dr. Antonio Molina Saint Remy 
practised in San Juan around 1912 
and wrote about Tuberculosis of The 
Larynx. 

I would like to make special 
mention of the following four 
Otolaryngologists who were also 
practising before 1946 and were 
already certified by the American 
Board of Otolaryngology: 

Dr. Juan H. Font- certified 1933 
Dr. Carlos E. Muñoz 
MacCormick - 1945 
Dr. José T. Picó - 1946 
Dr. Miguel Alonso - 1946 

A short resumes of these four 
Otolaryngologists follows: 

Dr. Juan H. Font 

Born in Barranquitas, 1 895 
Died San Juan November 9, 1988 
M.D. from Medical College of 
Philadelphia 1916 
Medical Officer, Army of the United 
States, 1918-1922 
Post gradúate courses in 
Otolaryngology at U.S.A. and 
Vienna, Austria. 

Certified by the American Board of 
Otolaryngology, 1933 
President of the Puerto Rico Medical 
Association, 1936 
President Vth Congress of the Pan 
American Association of 
Otolaryngology, April 2-6, 1956 
Accepted by the Triological Society 
in 1952 with the Thesis "Jugular 
Foramen Syndrome: Translent case 


of Viral Etiology". Archives of ORL 
56; 134- 141 August 1952 
Fellow, American College of 
Surgeons 1951 

Dr. Carlos E. Muñoz 
MacCormick 

Born in Caguas, August 27, 1907 
M.D. Boston University 1930. 

Intern. Boston City Hospital, 1931 
General Practice, Arroyo, P.R. 1932 
- 1935 

Post-Graduate courses in 
Otolarynqoloqy - at Boston, 1935 - 
1938 while 

Chief Medical Officer CCC camps 
1938 - 1945, Otolaryngology 
Service, San Juan City Hospital 
(Chief 1941 - 1944) 

1942 - 1945 General Executive 
Officer, Civilian Defense of P. R. 

1944 & 1945 President, P.R. 

Medical Association 

Certified by the American Board of 

Otolaryngology 1945 

Accepted by the Triological Society 

1948, Thesis "Esophageal Varices- 

Sclerosing Injection" 

1951 - 1978 Clinical Professor of 
Otolaryngology, Univ. of Puerto Rico 
School of Medicine 
1971-1972 President Pan American 
Association of Otolaryngology 
1956- 1961 Medical Director, 
Hospital Auxilio Mutuo, Hato Rey 
April 1972 Guest Speaker of the 
Annual Meeting of the Triological 
Society held at Palm Beach, Florida 
1982 President, XVIII th Congress of 
the Pan American Association of 
ORL and B.E. Member: Collegium 
Otorhinolaryngologium: American 
Bronchoesophagological 
Association (1953) 

American Laryngological Association 
Fellow American College of Surgeon 
1951 

Dr. José T. Picó Santiago 

Born in Coamo, 1909 
M.D. University of Maryland - 
Baltimore 1933 

1935 - 1936 Post-Graduate Course 
in Otolaryngology at the University I 
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of Pennsylvania. From 1939 ENT 
Service Staff of San Juan City 
Hospital (Chief 1945-1974) 
Certified by the American Board of 
Otolaryngology 1946 
Professor of Otolaryngology at the 
University of Puerto Rico School of 
Medicine 1952- 1976 
Accepted by the Triological Society, 
1966. Fellow American College of 
Surgeons, 1954 
Started the Residency Training 
Program July 1, 1959 at the San 
Juan City Hospital. 

Dr. Miguel Alonso 

Born n Palmer, Puerto Rico 


Died San Juan 1966 
1945 Fellowship in Otology with 
Dr. Theodore E. Walsh at 
Washington University St. Louis, MO 
His only two sons: Miguel R. and 
William A. are both certified 
Otolaryngologists practising in 
Tampa, Florida. 

PERIOD II 

1946 saw the arrival of Otolaryn¬ 
gologists who had received formal 
residency training in the mainland. 
The first to arrive was Dr. William 
Reichard in 1 946, who worked at 


the Veterans Administration Hospital 
here at San Juan. He had trained at 
the Gradúate Hospital of the Univer¬ 
sity of Pennsylvania. Was certified 
by the Board in 1949. Died in 
1960. Dr. Lorenzo Arusaga arrived 
in 1959. He also trained at the 
Gradúate Hospital of the University 
of Pennsylvania. Was certified by 
the Board in 1956. 

At list of all the Otolaryngologists 
that trained in the mainland and the 
year they arrived in Puerto Rico 
follows; all the other practicing 
otolaryngologist have been train in 
Puerto Rico since 1962. 


- -_^Z=^===^^ ....-...".....------- 

<-> 

OTOLARYNGOLOGISTS WHO TRAINED AT RESIDENCY PROGRAMS IN THE MAINLAND 
(In order of the year they arrived at Puerto Rico) 

Ñame 

Location 
of Practice 

Residency 

Program 

Years of 
Residency 

Arrived 

Year 

FACS 

Year 

Cert. 

Bd ORL 

Other 

Int 

William Reichard 

SJ 

Gradúate Hosp. 

1944-1946 

1946 


1949 

Died 1960 



Univ. Penn. 






Lorenzo Arzuaga 

SJ 

Gradúate Hosp. 

1947-1949 

1949 


1956 




Univ. Penn. 






Jaime Font 

SJ 

Gradúate Hosp. 

1943-1951 

1951 






Univ. Penn. 






Antonio Rullán 

SJ 

NYU-Bellevue 

1950-1952 

1952 

1954 

1954 

TrioABEA 



Med. Center NYC 





1961 - 1966 

Rex Bunker 

Caguas 

Univ. Syracuse, NY 

1954-1956 

1956 

1961 

1957 


Enrique Vicens 

Ponte 

Jefferson Univ. 

1953-1956 

1956 

1966 

1957 

Politician 



Phila. 





Sports 

Philip Zetterstrand 

SJ 

Cornell-NY Hosp. 

1960-1964 

1964 


1955 

Moved to NY 

José Hernández 

Arecibo 

NYC Hosp. Queens 

1954 - 1957 

1957 



Dominican 

Pablo Guardiola 

Mayaguez 

Syracuse Univ. 

1955-1958 

1958 


1960 


Carlos Rojas 

SJ 

NYC Hosp. Queens 

1958-1960 





Homer Kimmich 

SJ 

Temple Univ. Phila. 

1956-1959 

1960 


1961 

Died 1989 








at Indiana 






| TABLA CONTINÚA EN LA PÁG. TOO 
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OTOLARYNGOLOGISTS WHO TRAINED AT RESIDENCY PROGRAMS IN THE MAINLAND 
(In order of the year they arrived at Puerto Rico) 

Ñame 

Location 
of Practice 

Residency 

Program 

Years of 
Residency 

Arrived 

Year 

FACS 

Year 

Cert. 

Bd ORL 

Other 

Int 

Otto Corretjer 

SJ 

Temple Univ. 

1960-1963 

1963 




Alexis Fernándz 

SJ 

Temple Univ. 

1961 - 1964 

1971 




Arnaldo Pérez Vega 

Humacao 

Rithmons, VA 

1962-1964 

1964 




Andrés Maeso 

SJ 

Rithmond, VA 

1962-1965 

1965 




Luis De Jesús Montes 

SJ 

Vet. Adm. Hosp. 

Dallas, Texas 

1964-1967 

1967 




Miguel R. Alonso 

SJ 

John Hopkins Hosp. 

1964-1969 

1969 


1971 

Moved to 

Tampa, FLA. 

Robert Ubiños 

SJ 

Jefferson Univ. Phila 

1969-1972 

1972 




Renon A. Moretts 

Mayaguez 

NYEE Inf. 

1971 - 1973 

1973 

1986 

1973 

Dominitan 

Raúl Rivera Roldán 

Arecibo 

Gradúate Hosp. 

Univ. Penn. 

1970-1974 

1974 



Died 1994 

Kenneth B. Brown 

SJ 

NYEE Inf. 

1946-1948 

1974 


1949 

Moved to 

Naples, FLA. 

Gory Montalvo 

SJ 

Maryland Hosp. 

Baltimore 

1977-1980 

1980 


1981 


Roberto González 

Ponte 

Brooke Army Hosp. 

San Antonio, Texas 

1978-1981 

1981 


1981 


Lionel Lugo 

Ponte 

Gradúate Hosp. 

Univ. Penn. 

1979-1982 

1982 




HáctorSantini 

Ponte 

Univ. So Florida 

Tampa 

1982-1985 

1985 


1985 


Frank Astor 

SJ • 

Cleveland Clinit, Ohio 

1980-1983 

1985 


1984 

Moved to 

Florida 

Luz Cuebas 

Guaynabo 

Columbio Univ. NY City 

1961 - 1984 

1984 




Rafael Caballero 

Guayama 

SUNY Brooklyn 

1980-1985 

1985 




William SantiagoButler 

Ponte 

Univ. So Illinois 

1980-1986 

1986 




Julio Ortiz McWilliams 

Humatao 

Georgetown Univ. 

1984-1987 

1987 




Charles Juarbe 

Bayamón 

Manhattan EENT 

1985-1988 

1988 
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Now there’s a 

pneumococcal 

vaccme 

approved for 

imants & toddlers 


WYETH LEDERLE 


VAC CIN E S 







Introducing 


Prevnar 



CPT code# 90669 

Risks are associated with all vaccines, including Prevnar™. Hypersensitivity to any 
vaccine component is a contraindicaron to its use. Prevnar™ may not provide 100% 
protection against vaccine serotypes or protect against nonvaccine serotypes. 
See Brief Summary of Prescribing Information on the last page for indications 
and usage, dosage and administration, and safety information. 




Help prevent invasive pneumococcal diseases 

Proven effective in a large-scale clinical trial (N=37,816) 1 

• Efficacy against vaccine serotypes: 100% (95% CI: 75.4% to 100%) 

• Efficacy against all pneumococcal serotypes: 90.0% (95% CI: 58.3% to 98.9%) 

A favorable safety profile 1 

• In clinical triáis (n=18,168), the most frequently reported adverse events included injection 
site reactions, fever (>38C), irritability, drowsiness, restless sleep, and decreased appetite 

Challenging the problem of drug-resistant Streptococcus pneumoniae 

• The 7 serotypes contained in Prevnar™ (4,6B, 9V, 14,18C, 19F, 23F) may help protect 
against 74% of the penicillin-nonsusceptible pneumococcal infections in children 
<6 years of age in the U.S. 12 

Approved for routine administraron ’ 

• Infant administration at 2,4,6, and 12 to 15 months of age 

Administraron for previously unvaccinated older infants and children 1 

• For infants and children >7 months of age, please see Prescribing Information for 
appropriate dosing schedule 









Pneumococcal 7-valent Conjúgate Vaccine 
(Diphtheria CRM W Protein) 


References: 1. Prescribing Information for Prevnar-, Pneumococcal 7-valent Conjúgate Vaccine 
(Diphtheria CRM 1m Protein). Lederle Laboratories, Pearl River, NY. 2. Butler JC, Hofmann J, Cetron MS, 
et al. The continued emergence of drug-resistant Streptococcus pneumoniae in the United States: an update 
from the Centers for Disease Control and Prevention's Pneumococcal Sentinel Surveillance System. J Infect 
Dis. 1996:174:986-993. 

% only 

For Intramuscular Injection Only 

See Prescribing Information for complete summary. 

INDICATIONS AND USAGE 

Prevnar- is indicated for active immunization of infants and toddlers against invasive disease caused by 
Streptococcus pneumoniae due to capsular serotypes included in the vaccine (4, 6B, 9V, 14,18C, 19F, 
and 23F). The routine schedule is 2, 4, 6, and 12-15 months of age. This vaccine is not intended to be 
used for treatment of active infection. As with any vaccine, Prevnar- may not protect 100% of individuáis 
receiving the vaccine. For additional information on usage, see DOSAGE AND ADMINISTRARON. 
CONTRAINDICATIONS 

FHypersensitivity to any component of the vaccine, including diphtheria toxoid, is a contraindication 
to use of this vaccine. Although a severe or even a modérate febrile illness is sufficient reason 
to postpone vaccinations, minor illnesses, such as a mild upper respiratory infection with or without 
low-grade fever, are not generally contraindications. 

WARNINGS 

THIS VACCINE WILL NOT PROTECT AGAINST S. PNEUMONIAE DISEASE OTHER THAN THAT CAUSED 
BY THE SEVEN SEROTYPES INCLUDED IN THE VACCINE, ÑOR WILL IT PROTECT AGAINST OTHER 
MICROORGANISMS THAT CAUSE INVASIVE INFECTIONS SUCH AS BACTEREMIA AND MENINGITIS. 
Do not give to Infants or children with thrombocytopenia or any coagulation disorder that would 
contraindícate intramuscular injection unless the potential benefit clearly outweighs the risk of 
administration. If the decisión is made to admínister this vaccine to children with coagulation disorders, 
it should be given with caution. (See DRUG INTERACTIONS.) 

Immunization with Prevnar- does not substitute for routine diphtheria immunization. Healthcare 
professionals should prescribe and/or administer this product with caution to patients with a possible 
history of látex sensitivity since this packaging contains dry natural rubber. 

PRECAUTIONS 

Prevnar- is for intramuscular use only and SHOULD UNDER NO CIRCUMSTANCES BE ADMINISTERED 
INTRAVENOUSLY. The safety and immunogenicity of other routes of administration (e.g„ subcutaneous) 
have not been evaluated. 

General 

CARE IS TO BE TAKEN BY THE HEALTHCARE PROFESSIONAL (HCP) FOR SAFE AND EFFECTIVE USE OF 
THIS PRODUCT. 

1. PRIOR TO ADMINISTRATION OF ANY DOSE OF THIS VACCINE, ASK THE PARENT OR GUARDIAN 
ABOUT THE PERSONAL HISTORY, FAMILY HISTORY, AND RECENT HEALTH STATUS OF THE VACCINE 
RECIPIENT. THE HCP SHOULD ASCERTAIN PREVIOUS IMMUNIZATION HISTORY, CURRENT HEALTH 
STATUS, AND OCCURRENCE OF ANY SYMPTOMS AND/OR SIGNS OF AN ADVERSE EVENT AFTER 
PREVIOUS IMMUNIZATIONS IN THE CHILD TO BE IMMUNIZED, IN ORDER TO DETERMINE THE 
EXISTENCE OF ANY CONTRAINDICATION TO IMMUNIZATION WITH THIS VACCINE AND TO ALLOW 
AN ASSESSMENT OF RISKS AND BENEFITS. 

2. BEFORE THE ADMINISTRATION OF ANY BIOLOGICAL, THE HCP SHOULD TAKE ALL PRECAUTIONS 
KNOWN FOR THE PREVENTION OF ALLERGIC OR ANY OTHER ADVERSE REACTIONS. This should 
inelude a review of the patient's history regarding possible sensitivity: the ready availability of 
epinephrine 1:1000 and other appropriate agents used for control of immediate allergic reactions: 
and a knowledge of the recent literatura pertaining to use of the biological concerned, including the 
nature of side effeets and adverse reactions that may follow its use. 

3. Children with impaired immune responsiveness, whether due to the use of immunosuppressive 
therapy (including irradiation, corticosteroids, antimetabolites, alkylating agents, and cytotoxic 
agents), a genetic defect, HIV infection, or other causes, may have reduced antibody response to 
active immunization. 

4. The use of pneumococcal conjúgate vaccine does not replace the use of 23-valent pneumococcal 
polysaccharide vaccine in children >24 months with sickle cell disease, asplenia, HIV infection, 
chronic illness or who are immunocompromised. Data on sequential vaccination with Prevnar- 
followed by 23-valent pneumococcal polysaccharide vaccine are limited. In a randomized study, 23 
children >2 years of age with sickle cell disease were administered either two doses of Prevnar- 
followed by a dose of polysaccharide vaccine or a single dose of polysaccharide vaccine alone: 
safety and immune responses with the combined schedule were similar to polysaccharide vaccine alone. 

5. Since this product is a suspensión containing an aluminum adjuvant, shake vigorously immediately 
prior to use to obtain a uniform suspensión prior to withdrawing the dose. 

6. Use a sepárate sterile syringe and needle or a sterile disposable unit for each individual to prevent 
transmission of hepatitis or other infectious agents from one person to another. Needles should be 
disposed of properly and should not be recapped. 

7. Special care should be taken to prevent injection into or near a blood vessel or nerve. 

DRUG INTERACTIONS 

As with other intramuscular injections, give Prevnar- with caution to children on anticoagulant therapy. 
During clinical studies, Prevnar- was administered simultaneously with DTP-HbOC or DTaP and HbOC; 
OPV or IPV: Hep B vaccines: MMR: and Varicella vaccine. (See Prescribing Information for summary of 
immune response to routine vaccines when administered with Prevnar-.) 

CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTIUTY 

Prevnar- has not been evaluated for any carcinogenic or mutagenic potential, or impairment of fertility. 

PREGNANCY 

Pregnancy Category C 

Animal reproductive studies have not been conducted with this product. It Is not known whether 
Prevnar- can cause fetal harm when administered to a pregnant woman or affect reproductive 
capacity. Prevnar- is not recommended for use in pregnant women. 

Nursing Mothers 

Prevnar- is not recommended for use in a nursing mother. 


PEDIATRIC USE 

Prevnar- has been shown to be usually well-tolerated and immunogenic in infants. The safety and 
effectiveness of Prevnar - in children below the age of 6 weeks have not been established. Immune 
responses elicited by Prevnar- among infants born prematurely have not been studied. 

GERIATRIC USE 

Prevnar - is NOT recommended for use in adult populations. It is not to be used as a substitute for the 
pneumococcal polysaccharide vaccine in geriatric populations. 

ADVERSE REACTIONS 

Overall, the safety of Prevnar- has been evaluated in a total of five clinical studies in which 18,168 
infants and children received a total of 58,699 doses of vaccine at 2, 4, 6, and 12-15 months of age. 
In addition, the safety of Prevnar- was evaluated in 560 children from four ancillary studies who started 
immunization at 7 months to 9 years of age. (See Prescribing Information for summary of local reactions 
and systemic events reported for the efficacy and all ancillary studies.) 

The majority of the safety experience with Prevnar- comes from the Northern California Kaiser 
Permanente Efficacy Trial in which 17,066 infants received 55,352 doses of Prevnar- and 17,080 children 
received a total of 55,387 doses of the control vaccine (investigational meningococcal group C 
conjúgate vaccine [MnCC]), along with other routine childhood vaccines through April 1998 Local 
reactions and systemic events occurring within 48 hours of each dose of vaccine were ascertained by 
scripted telephone interview on a randomly selected subset of approximately 3,000 children in each 
vaccine group. The rate of relatively rara events requiring medical attention was evaluated across all 
doses in all study participants using automated databases. 

For subjeets who received Prevnar- at 2, 4, 6, and 12-15 months of age, the occurrence of local 
reactions, such as erythema, induration, tenderness, and any interference with limb movement, were 
described. Additionally, limited data on local reactions in previously unvaccinated older children were 
described. (See Prescribing Information for complete summary.) 

With vaccines in general, including Prevnar-, it is not uncommon for patients to note within 48 to 72 
hours at or around the injection site the following minor reactions: edema: pain or tenderness: redness, 
inflammation or skin discoloration; mass: or local hypersensitivity reaction. Such local reactions are 
usually self-limited and require no therapy. As with other aluminum-containing vaccines, a nodule may 
occasionally be palpable at the injection site for several weeks. 

Systemic events included fever, irritability, drowsiness, restless sleep, decreased appetite, vomiting, 
diarrhea, fussiness, and rash or hives. (See Prescribing Information for complete summary.) 

The following events were reported within 3 days of a dose during follow-up from October 1995 through 
April 1998 of the 17,066 subjeets who received at leastone dose of Prevnar- in the efficacy trial. There 
were 24 hospitalizations (for 29 diagnoses) as follows: bronchiolitis (5): congenital anomaly (4): elective 
procedure, UTI (3 each): acute gastroenteritis, asthma, pneumonía (2 each): aspiration, breath holding, 
influenza, inguinal hernia repair, otitis media, febrile seizure, viral syndrome, well child/reassurance (1 
each). There were 162 emergeney room visits (for 182 diagnoses) as follows: febrile illness (20); acute 
gastroenteritis (19); trauma, URI (16 each); otitis media (15); well child (13); irritable child, viral syndrome 
(10 each); rash (8); croup, pneumonía (6 each); poísoning/ingestion (5); asthma, bronchiolitis (4 each); 
febrile seizure, UTI (3 each); thrush, wheezing, breath holding, choking, conjunctivitis, inguinal hernia 
repair, pharyngitis (2 each); colic, colitis, congestive heart failure, elective procedure, hives, influenza, 
ingrown toenail, local swelling, roséola, sepsis (1 each). 

One case of a hypotonic-hyporesponsive episode (HHE) was reported in the efficacy study following 
Prevnar- and concurrent DTP vaccines in the study period from October 1995 through April 1998. Two 
additional cases of HHE were reported in four other studies, and these also occurred in children who 
received Prevnar- concurrently with DTP vaccine. 

In the Kaiser efficacy study, seizures were reported in 8 Prevnar- recipients and 4 control vaccine 
recipients within 3 days of immunization. Of the 8 Prevnar- recipients, 7 received concomitant DTP- 
containing vaccines and one received DTaP. Of the 4 control vaccine recipients, 3 received 
concomitant DTP-containing vaccines and one received DTaP. In the other 4 studies combined, in 
which 1,102 children were immunized with 3,347 doses of Prevnar- and 408 children were immunized 
with 1,310 doses of control vaccine (either investigational meningococcal group C conjúgate vaccine 
or concurrent vaccines), there was one seizure event reported within 3 days of immunization. This 
subject received Prevnar- concurrent with DTaP vaccine. 

Twelve deaths (5 SIDS and 7 with clear alternative cause) occurred among subjeets receiving 
Prevnar-, of which 11 (4 SIDS and 7 clear alternative cause) occurred in the Kaiser efficacy study from 
October 1995 until April 20,1999. In comparison, 21 deaths (8 SIDS, 12 clear alternative cause, and one 
SIDS-like death in an older child) occurred in the control vaccine group during the same time period in 
the efficacy study. 

In a review of all hospitalizations between October 1995 and August 1999 in the efficacy study for the 
specific diagnoses of aplastic anemia, autoimmune disease, autoimmune hemolytic anemia, diabetes 
mellitus, neutropenia, and thrombocytopenia, the numbers of such cases were either equal to or less 
than the expected numbers based on the 1995 Kaiser Vaccine Safety Data Link data set. 

DOSAGE AND ADMINISTRATION 
Vaccine Schedule 

For infants, the immunization series of Prevnar- consists of three doses of 0.5 mL each, at approximately 
2-month intervals, followed by a fourth dose of 0.5 mL at 12-15 months of age. The customary age for 
the first dose is 2 months of age, but it can be given as young as 6 weeks of age. The recommended 
dosing interval is 4 to 8 weeks. The fourth dose should be administered at least 2 months after the third dose. 

Previously Unvaccinated Older Infants and Children 

For previously unvaccinated older infants and children, who are beyond the age of the routine infant 
schedule, the following schedule applies: 


Age at First Dose 

Total Number of 0.5 mL Doses 

7-11 months of age 

3* 

12-23 months ofaqe 

2t 

> 24 months through 9 years of age 1 


* 2 doses at least 4 weeks apart; third dose after the one-year birthday, separated from the second dose 
by at least 2 months. 

12 doses at least 2 months apart. 


(See Prescribing Information: CLINICAL PHARMACOLOGY section for the limited available 
immunogenicity data and ADVERSE EVENTS section for limited safety data corresponding to the 
previously noted vaccination schedule for older children.) 


Safety and immunogenicity data are either limited or not available for children in specific high risk 
groups for invasive pneumococcal disease (e.g., persons with sickle cell disease, asplenia, HlV-infected). 
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Otolaryngology - JHead and Neck Surgery 
Training ¡n Puerto Rico 

Dr. Juan Trinidad-Pinedo, F.A.C.S. 


Summary 

r 

The Otólaryngology-Head and 
Neck Surgery training program of 
the University of Puerto Rico, 

Medical School, is enjoining a full 
accreditation by the Residency 
Review Committee of the 
Accreditation Council for Gradúate 
Medical Education. Since its 
foundation 7ó Otolaryngologist-Head 
Neck surgeons have graduated, the 
first class was in 1 962 and the last 
in June 1998, ten of them moved to 
the mainland where they practice or 
teach in renown universities. 

Our program is five year's durations, 
and it ineludes one year of general 
surgery and four years of 
Progressive education in the 
specialty. Experience in the surgical 
Sciences will precede the 
otolaryngology-head and neck 
surgery education, two residents are 
accepted each yeaij 

^■^.he Puerto Rico program in 
otola ryngology-head and neck 
surgery is designed to provide 
residents with education in the 
comprehensive medical and surgical 
care of patients with diseases and 
disorders that affect the ears, the 
upper respiratory and upper 
alimentary systems and related 
structures, and the head and neck. 
The educational program ineludes 
the core knowledge, skills, and 
understanding of the basic medical 


Sciences relevant to head and neck; 
the upper respiratory and upper 
alimentary systems; the 
communication Sciences, including 
the knowledge of audiology and 
speech pathology and audiologic 
and speech pathology rehabilitation; 
and the chemical senses and 
allergy, endocrinology, and 
neurology as they relate to the head 
and neck area. The educational 
program also ineludes the clinical 
aspeets of diagnosis and the 
medical and/or surgical therapy for 
prevention of the following: 
diseases, neoplasms, deformities, 
disorders and /or injuries of the 
ears, the upper respiratory and 
upper alimentary systems, the face, 
the jaws, and other head and neck 
systems; head and neck oncology; 
and facial plástic and reconstructive 
surgery. 

Our Department offers a unique 
experience to the otolaryngology 
resident. The Otolaryngology-Head 
and Neck Surgery residency 
program is organized by the School 
of Medicine of the University of 
Puerto Rico. It is designed to provide 
Progressive experiences in the 
management of Otolaryngology 
Head and Neck Surgery diseases, 
culminating to independent clinical 
responsibility during the sénior 
resident year. We strongly support 
the importance of maintaining a 
careful balance between 
independence, and responsibility. 


We expect that all trainees finish the 
residency with a broad 
understanding of OTO-HNS 
physiology, and diseases with 
technical expertise in the specialty. 
The School of Medicine has a 
consortium with the teaching 
hospitals the University Hospital, the 
University Pediatric Hospital, San 
Juan City Hospital, Oncologic 
Hospital and Veteran's 
Administration Hospital and gives 
residents a strong clinical 
experience. 

Following completion of the 
educational program, residents will 
be prepared to care for patients of 
all ages with medical and surgical 
disorders of the ears, the uppers 
respiratory and upper alimentary 
systems and related structures, and 
the head neck; to carry out the 
diagnostic evaluations of patients 
with otolaryngology disorders; and 
to carry out the surgical and non 
surgical management of 
otolaryngology disorders, including 
rehabilitation. 

Our program is five year's dura¬ 
tions, it ineludes one year of general 
surgery and four years of Pro¬ 
gressive education in the specialty. 
Experience in the surgical Sciences 
will precede the otolaryngology- 
head and neck surgery education. 
The final year of the four years of 
otolaryngology education is a chief 
resident experience.(1) 


Catedrático y Director - Otorrinolaringología-Cirugía de Cabeza y Cuello / Escuela de Medicina - Universidad de Puerto Rico 
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The Otólaryngology-Head Neck 
Surgery program of the University of 
Puerto Rico, Medical School is one 
of the one hundred participatings in 
the Otolaryngology Matching 
Program, candidates have to send 
their applications through the Central 
Application Service, the Resident's 
Selection Committee chooses two 
candidates each year from 
applicants. 

The program provides surgical 
and medical education in the 
following areas: 

1 . Morphology, physiology, 
pharmacology, pathology, 
microbiology, biochemistry, 
genetics, and immunology 
relevant to the head and neck; 
the upper respiratory and upper 
alimentary systems; the 
communication Sciences, 
including knowledge of 
audiology and speech-language 
pathology; the chemical senses 
and allergy, endocrinology, and 
neurology as they relate to the 
head and neck; and voice 
Sciences as they relate to 
laryngology. 

2. Diagnosis and diagnostic 
methods: audiologic and 
vestibular assessments, 
techniques in voice assessment, 
electrophisiologic techniques and 
other related laboratory 
procedures for diagnosing 
diseases and disorders of the 
ears, the upper respiratory and 
upper alimentary systems, and 
the head and neck. 

3. Therapeutic and diagnostic 
radiology: the interpretation of 
medical imaging techniques 
relevant to head and neck and 
the thorax, including studies of 
the temporal bone, skull, nose, 
paranasal sinuses, salivary and 
thyroid glands, larynx, neck, 
lungs, and esophagus. 


4. Diagnostic evaluation and 
management of congenital 
anomalies, allergy, trauma, and 
disea¿es affecting the regions 
and systems mentioned above. 

5. Management of congenital, 
inflammatory, endocrine, 
neoplastic, degenerative, and 
traumatic States, including 
operative intervention and 
preoperative and postoperative 
care of the following major 
categories: 

a. General otolaryngology 

b. Head and neck surgery 

c. Plástic and reconstructive 
surgery 

d. Otology 

e. Endoscopy 

ó. Diagnostic and therapeutic 
techniques involving the 
application and utilization of 
lasers and flexible and rigid 
perioral endoscopy. 

7. The cognitive management, 
including operative intervention 
with its preoperative and 
postoperative care, of 
congenital, inflammatory, 
endocrine, neoplastic, 
degenerative, and traumatic 
States, including: 

a. Temporal bone surgery 

b. Paranasal sinuses and nasal 
surgery 

c. Skull-base surgery 

d. Maxillofacial surgery including 
the orbits, ¡aws and the facial 
skeleton 

e. Aesthetic, plástic and 
reconstructive surgery of the 
face, head and neck surgery 

f. Surgery of the thyroid, 
parathyroid, pituitary and 
salivary glands 

g. Head and neck reconstructive 
surgery relating to the 
restoration of form and 
function in congenital 


anomalies and head and neck 
trauma, and associated with 
ablative operations 

h. Endoscopic, both diagnostic 
and therapeutic 

i. Surgery of the lymphatic 
tissues of the head and neck. 

8. Habilitation and rehabilitation 
techniques and procedures 
including respiration, deglutition, 
chemoreception, balance, 
speech, and hearing. 

We have a sufficient number and 
variety of adult and pediatric 
surgical patients who are available 
for our resident's education, all 
residents maintain a cumulative log 
of their surgical procedures on a 
Computer diskette. 

Surgical experience is classified in: 

• Salivary Glands 

• Nose and Maxilla 

• Lips 

• Oral Cavity 

• Ear 

• Neck 

• Larynx 

• Congenital Anomalies 

• Otologic 

• Plástic and Reconstructive 
(otoplasty, rhinoplasty, 
mentoplasty, rhytidectomy, 
blepharoplasty, liposuction, 
chemical and láser peel, 
dermabrasion, flaps 
reconstruction, skin grafts, cleft 
lip and cleft palate repair, scar 
revisión). It has been detailed 
due to some confused 
information in the public media. 

• Endoscopy 

• General 

The American Board of 
Otolaryngology was founded in 
1924, and is the second oldest of 
the twenty-four American certifying 
boards. The Board defined an 
otolaryngologist-head and neck 
surgeon is a physician who has 
been prepared by accredited 
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residency programs to provide 
comprehensive medical and surgical 
care of patients with diseases and 
disorders that affect the ears, the 
respiratory and upper alimentary 
systems and related structures: the 
head and neck in general.(2) 

Since it is the American Boards 
philosophy that the specialty should 
move ahead on a broad front, the 
examination it conducís has been 
carefully devised to evalúate the 
candidate's knowledge in the broad 
spectrum of head and neck surgery. 
About 25% of the questions on 
written and oral examination are 
devoted to plástic and reconstructive 
surgery, another 25% to head and 
neck oncology, about 25% to 
otolocjy, and the remaining 25% to 
general otolaryngology. 

Between f 992 and 1997, 
eleven residents completed their 
training ten passed the Board, this is 
one Índex of the quality of specialists 
graduating in the program..(3,4) 

The American Academy of 
Otolaryngology adopted in 1 980 a 
resolution to cali itself the American 
Academy of Otolaryngology-Head 
and Neck Surgery. Thus after 28 
years of gradual metamorphosis, 
otolaryngology has acquired an 
identity that clearly reflects its trans- 
formation from an organ specialty 
into a modern regional specialty 
encompassing otolaryngology and 
head and necks surgery. 

As knowledge expanded, a 
therapeutic vacuum developed in the 
structurally complicated gateway to 
the body, the head neck a rea. As a 
result, the need aróse for physicians 
with special expertise to care for the 
myriad disorders of this región. 

The most logical group to expand 
and fill the void were the 
otolaryngologists, by virtue of their 
unparalleled prepararon for the 


specialty and their control of the 
clinical material in this area. It soon 
became evident, however, that the 
ñame of the specialty was not 
descriptive of its member's activities. 

Since specialization was first 
recognized, there has been a trend 
toward regionalization. Other 
medical and surgical specialties, 
such as ophthalmology, 
neurosurgery, urology, obstetrics, 
and gynecology have recognized 
this concept, having become 
specialists of organ systems or 
regions. The rest o those in medicine 
and the public understand the scope 
of their discipline.(5) 

While otolaryngologists have 
traditionally been designated as the 
ear, nose, and throat or ENT 
specialty, these other specialties 
have no such problem. Ob-gyn 
specialists, for example, are not 
called Ovary, Uterus, and Vagina 
men, ñor is the specialty known as 
OUV. Urologists are not known as 
Kidney, Ureter, and Bladder men, 
ñor is the specialty known as KUB. 
Neurosurgeons are not known as 
Nerve, Brain and Cord men, ñor is 
their specialty known as NBC. 

Certainly the letters "ENT" or the 
words "ear, nose, and throat" do not 
encompass surgery of the salivary 
glands, oral cavity, lips, thyroid, 
major vessels, or peripheral facial 
nerve; ñor do they include facial 
fracture repair, or pediculed flap 
procedures from the chest, 
shoulders, forehead, scalp, and 
cheek, or mentoplasty, rhytidectomy, 
blepharoplasty, eyelid repair after 
tumor removal, base of skull surgery, 
mandibular surgery, facial implants, 
scar revisión, bronchoscopy, media- 
stinoscopy and hypophisectomy, to 
mention a few. 

We know that otolaryngoly does 
not simply mean ear and larynx. 
Furthermore, it is obvious that the 


ñame "ear, nose, and throat" many 
years ago does not reflect the broad 
spectrum of problems that the 
modern otolaryngologist may treat 
on daily basis. 

There is no doubt that the specialty 
is moving ahead on a broad front. 
Quality of the individuáis entering 
the profession has increased steadily, 
as does the quality of the broad 
training provided within the residency 
training programs. Some years ago 
the fifth year of residency training 
was approved by the Residency 
Review Committee, the professional 
qualifications of the practioner in this 
field has strengthened. The added 
year has served the worthy purposes 
of teaching and research, as well.as 
medical practice. 

It is abundantly clear that the well- 
trained otolaryngologist-head and 
neck surgeon is no longer the ear, 
nose, and throat physician of the 
past. He is a complete head and 
neck physician who has mastered all 
surgical skills in this area, one who 
can effectively manage any of the 
myriad applications in the head 
neck surgery, whether it is a 
nosebleed or an extensive cáncer 
operation. 

On the other hand, the specialty 
is clearly constructed of sub specialty 
building blocks. This emphasis on a 
particular ¡nterest, with associated 
intensive training, and control of 
much clinical material, lends itself to 
super specialization. This trend will 
produce the higher quality care that 
people have shown they want. 

One problem faced by the 
otolaryngologist-head and neck 
surgeon on completing his training, 
is obtaining hospital privileges. 

There is universal agreement in the 
medical profession that the hospital 
credentialing process is ¡ntended to 
promote the quality of patients care, 
and protect patients from 
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¡ncompetent or unqualified 
physicians. Certain criterio or 
standards must be met by all who 
seek clinical staff privilege. 

In the orea of head and neck 
surgery, the practice of head and 
neck plástic surgery is sometimes 
misunderstood by hospital boards 
and credentials committees. 

Judgment is not as easy as might be 
expected. This is due largely to the 
fact that involved decisión makers 
tend to think of plástic surgery as a 
specialty, rather than a method of 
surgery. 

In broad and contemporary 
context, plástic surgery, may be 
performed in all areas of the body 
by the general plástic surgeon, or in 
areas of specialty practice by a 
specialty plástic surgeon. The latter 
may be an otolaryngologist-head 
and neck surgeon, ophthalmologist, 
dermatologist or maxillofacial 
surgeon in the head and neck 
area—or an orthopedic surgeon, 
urologist, gynecologist, or other 
medical specialist concerned with 
other areas of the body. The 
practice of regional or organal 
plástic surgery within the various 
specialties has simply advanced 
over years with the trend toward 
medical specialism. 

Overlapping clinical ¡nterests of 
physicians are here to stay. That 
reality makes imperative the need for 
puristic discipline in the delinearon 
of hospital staff privileges. 
Credentials committees should 
beware of discrimination, which can 
occur when a staff member of one 
specialty withhold his support for a 
well-qualified physician of a 
competing surgical persuasión who 
seeks clinical staff privileges. 
Unpleasant problems, which need 
no elaboration, can and do arise 
under such circumstances. 

The AMA adopted Substitute 


Resolution 88 regarding the deli¬ 
nearon of clinical privileges. That 
resolution stated, in part "Resolved, 
that it is the American Medical 
Association policy that individual 
character, training, competence, 
experience and judgment be the 
criterio for granting privileges in 
hospitals; and be it further resolved, 
that physicians representing several 
specialties can and should be 
permitted to perform the same 
procedures if they meet criterio...." 

This AMA resolution raises the 
issue of the relevance of board 
certificaron as one of the important 
criterio for granting staff privileges, 
and recognizes the fact that board 
certification is a device sometimes 
used to deny or give carte blanche 
privileges. The resolution clearly 
recognizes that the granting of 
clinical privileges cannot and should 
not depend on any single criterion, 
such as board certification or the 
practioners membership in a 
particular specialty society. 

Several overlapping specialty 
boards certify physicians for surgery 
in the head, face and neck area. 
Regardless of which board certifies 
them, surgeons had the right to be 
¡udged on the basis of their personal 
qualifications, not specialty label. 

The American Board of Medical 
Specialties recognized that there are 
various methods for delineating 
clinical privileges. In making the 
determination of what privileges a 
practioner will be permitted to 
exercise in a hospital, medical 
specialty certification or 
subcertification should be 
considered as only one of several 
valid and important criterio.(ó) 

The American College of 
surgeons a policy statement: When 
an applicant for privileges in one of 
the surgical disciplines has 
completed a residency approved by 


one of the American Specialty 
Boards, he may properly be granted 
privileges to perform surgery within 
the limit of his education, as defined 
by the appropriate Board. If he 
requests privileges outside the areas 
of training specified by his Board, 
he should be required to provide 
evidence of his qualifications by 
authentification of his training for 
those additional privileges. 

Medicare, The United States 
Department of Health, Education 
and Welfare has also expressly 
prohibited use of single criterion, 
including board certification, in the 
delineation of clinical privileges. 
Section 405.1023(e) (4) of the 
Medicare Regulation States that: 
Under no circumstances is the 
accordance of staff membership or 
professional privileges in the hospital 
dependent solely upon certification, 
fellowship or membership in a 
specialty body or society. All 
qualified candidates are considered 
by the credentials committee.... 

Thejoint Commission on the 
Accreditation of Hospitals stated: 

No individual shall be automatically 
entitled to membership on the 
medical staff...because he is 
certified by any clinical examen 
board. This statement of theJCAH 
carries an even stronger message for 
hospitals than do the State and 
federal regulatory provisions. The 
JCAH not only negates reliance on 
single criterion in the delineation of 
clinical privileges, but further States 
that the granting of clinical privileges 
should be based upon the 
individuáis current licensure, training, 
experience, competence, 
professional ethics and health status. 
In delineating clinical privileges for 
surgical procedures involving the 
face, neck and head, a hospital 
need not resolve the jurisdictional 
claims that may be made by 
overlapping specialty boards: two 
physicians, each certified by a 
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different specialty board, may be 
accorded clinical privileges to 
perform some or all of the same 
procedures fo the extent ¡ustified by 
the education, training, ¡udgment 
and experience of each. 

Residents completing training find 
less than favorable situation, 
managed-care systems apply a 
competitive corporate profit-oriented 
mentally to the delivery of medical 
care, and this means restrictions on 
referrals, hospitalization, and 
surgeries. Cost containment dictates 
decreased patient's access to 
specialty care, and our practices are 
suffering from this. Patients would 
come ¡nto the office knowing that 
they had a specific otolaryngology 
problem and do not appreciate very 
well having to be told a referral is 
necessary. Some prívate practice 
otolaryngologists advócate decreas- 
ing the number of residents being 
trained as a solution to these woes. 
Unfortunately, while decreasing the 
number of training slots will 
eventually decrease the number of 
additional otolaryngologists entering 
practice each year, it will not chan- 
ge the vicissitudes of managed care. 

Some solution has been suggested: 

Do nothing, doing nothing may 
be a reasonable option. It can be 
suggested that all we can say with 
certainty is that it now looks as 
through there is no need to increase 
the number of otolaryngologits, 
maintaining ourselves at current 
workforce levels may be the best 
way to meet upcoming challenges. 

Reduce residency training posi- 
tions, perhaps empirically making 
slight decreases in our numbers now 
will be best allow us to maintain 
busy and satisfying practices over 
next years. In the mind of many 
institutions is the possibility of 
reducing 10% of actual positions. 

There are clearly more frustrations 


in practicing medicine than there 
used to be. These frustrations affect 
both prívate and academic practice, 
and there are no easy fixes. 

We have a responsibility to our 
past, current, and future residents to 
maintain a good caseload, sufficient 
practice in independent decision- 
making, and a reasonable chance 
of satisfying, lifelong employment. 
There are many unknowns that will 
affect us and we have no influence 
or control over these issues. In 10 
and 20 years, the average 
otolaryngologic practice will be 
quite different than it is now, but we 
have no way to accurately predict 
these changes. The best we can do 
is speculate about possible scenarios 
and then position ourselves for 
máximum flexibility. 


Conclusión 

The Otólaryngology-Head and 
Neck Surgery training program of 
the University of Puerto Rico Medical 
School, is the only program offering 
this training in the Island. Since the 
date of the graduation of the first 
class 7ó specialists completed their 
training, although after that some of 
them have moved to a mainland, 
most remained in Puerto Rico, 
practicing prívate medicine, few 
sharing this practice with academic 
tasks. 

Research has always been an 
important field in the education of 
the residents. During the last years, 
six months of research protected time 
have been included in the format of 
the program. 

The otolaryngologists reaching 
prívate practice face some 
problems, like getting clinical 
privileges in the hospitals. Some of 
the problems encountered are in the 
area of facial plástic surgery and in 
dealing with managed-care systems, 


the former problem has been resolv¬ 
ed because the residents ¡nterested 
in this area, after completing training 
in otolaryngology look for advance 
education in facial plástic surgery 
taking the American Board of Facial 
Plástic Surgery. Certification is a 
well-accepted evidence of 
competence by hospital credential 
committees. At the present, dealing 
with managed care, continúes to be 
a hassle, including the impact it has 
had on the number of surgical 
procedures the resident can perform 
during his residency. 

Reduction in the resident 
complement (number of residents in 
a program) is a temporary solution, 
itwill maintain busy satisfying 
practice over next years and will 
allow programs to comply with the 
number of surgical procedures to be 
performed by each resident as 
required by the Accreditation 
Council for Gradúate Medical 
Education. 
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Results across key parameters 

Lowers LDL-C 39 % to 60 % 

Lowers triglycerides 19 % to 37 % 

Raises HDL-C 5 % to 9 % 

based on mean changes in placebo-controlled triáis 
of LIPITOR 10 to 80 mg 

More power than Zocor® 
Pravachol® and Mevacor® 

in head-to-head triáis to lower LDL-C 
at starting doses 13 * 

Versátil¡tv in a broad range of 
hypercholesterolemic patients 

In clinical triáis, the most common adverse events were constipation, flatulence, 
dyspepsia, and abdominal pain. 

As with any statin, it is recommended that liver function tests be performed before the 
initiation of treatment, at 6 and 12 weeks after initiation of therapy or elevation in dose, 
and periodically thereafter. 

LIPITOR is contraindicated in patients with hypersensitivity to any component of this 
medication; in patients with active liver disease or unexplained persistent elevations of 
serum transaminases; in women during pregnancy and in nursing mothers. 

Myopathy should be considered in any patient with diffuse myalgias, muscle tenderness cr 
weakness, and/or marked elevation of creatine phosphokinase (CPK). Patients should be 
advised to report promptly unexplained muscle pain, tenderness, or weakness, particularly 
if accompanied by malaise or fever. Atorvastatin therapy should be discontinued if markedly 
elevated CPK levels occur or myopathy is diagnosed or suspected. 

*The ¡mpact on clinical outcomes of the differences in lipid-altering effects between these treatments is not known. This 
statement does not compare the effects of LIPITOR 10 mg and higher doses of simvastatin, pravastatin, and lovastatin. 
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Please see briefsummary of prescribing information on last page. 

Mevacor (lovastatin) and Zocor (simvastatin) are the registered trademarks of Merck & Co, Inc; 
Pravachol (pravastatin sodium) is the registered trademark of Bristol-Myers Squibb Co. 
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Lipitor™ (Atorvastatin Calcium) Tablets 

Brief Summary of Prescribing Information 

CONTRAINDICATIONS: Active liver disease or unexplamed persistent elevations of serum transammases 
Hypersensitivity to any component of this medication Pregnancy and Lactation: Atherosclerosis is a 
chromc process and discontinuation of lipid-lowering drugs during pregnancy should have little impact on 
the outcome of long-term therapy of primary hypercholesterolemia. Cholesterol and other products of 
cholesterol biosynthesis are essential components for fetal development (includmg synthesis of steroids 
and cell membranes) Since HMG-CoA reductase inhibitors decrease cholesterol synthesis and possibly 
the synthesis of other biologically active substances derived from cholesterol, they may cause fetal harm 
when admimstered to pregnant women, Therefore, HMG-CoA reductase mhibitors are contraindicated 
during pregnancy and m nursing mothers ATORVASTATIN SHOULD BE ADMINISTERED TO WOMEN OF 
CHILDBEARING AGE ONLYWHEN SUCH PATIENTS ARE HIGHLY UNLIKELYTO CONCEIVE AND HAVE 
BEEN INFORMED OF THE POTENTIAL HAZARDS If the patient becomes pregnant while takmg this drug, 
therapy should be discontmued and the patient apprised of the potential hazard to the fetus 
WARNINGS: Liver Dysfunction — HMG-CoA reductase mhibitors, like some other hpid-lowering therapies, 
have been associated with biochemical abnormalities of liver function Persistent elevations (>3 times the 
upper limit of normal |ULN] occumng on 2 or more occasionsl in serum transaminases occurred in 0.7% 
of patiems who recerved atorvastatin in clinical triáis The incidence of these abnormalities was 0 2%. 

0 2%. 0 6%. and 2.3% for 10. 20. 40. and 80 mg, respectively One patient in clinical triáis developed |aun 
dice Increases in liver function tests (LFT) in other patients were not associated with |aundice or other 
clinical signs or symptoms Upon dose reduction, drug interruption, or discontinuation, transaminase levels 
returned to or near pretreatment levels without sequelae Eighteen of 30 patients with persistent LFT eleva- 
tions contmued treatment with a reduced dose of atorvastatin It is recommended that liver function tests 
be performed before the initiation of treatment at 6 and 12 weeks alter initiation of therapy or elevation 
in dose, and periodically (eg semiannualfy) thereafter Liver enzyme changes generally occur in the first 
3 months of treatment with atorvastatin. Patients who develop mcreased transaminase levels should be 
momtored until the abnormalities resolve Should an increase in ALT or AST of >3 times ULN persist 
reduction of dose or withdrawal of atorvastatin is recommended Atorvastatin should be used with caution 
in patients who consume substantial quantities of alcohol and/or have a history of liver disease Active 
liver disease or unexplamed persistent transaminase elevations are contraindications to the use of ator 
vastatin (see CONTRAINDICATIONS) Skeletal Muscle — Rhabdomyotysis with acute renal failure sec 
ondary to myoglobinuria has been reported with other drugs in this class Uncomplicated myalgia has 
been reported in atorvastatin-treated patients (see ADVERSE REACTI0NS) Myopathy, defined as muscle 
aches or muscle weakness in coniunction with increases in creatme phosphokmase (CPK) valúes >10 
times ULN. should be considered in any patient with diffuse myalgias, muscle tenderness or weakness, 
and/or marked elevation of CPK Patients should be advised to report promptly unexplamed muscle pain, 
tenderness or weakness, particularly if accompamed by malaise or fever Atorvastatin therapy should be 
discontinued if markedly elevated CPK levels occur or myopathy is diagnosed or suspected The risk of 
myopathy during treatment with other drugs in this class is increased with concurrent admimstration of 
cyclosporme, fibric acid derivatives. erythromycm, macin, or azole antifungals Physicians considermg 
combined therapy with atorvastatin and fibnc acid derivatives, erythromycm, immunosuppressive drugs, 
azole antifungals, or lipid-lowermg doses of macin should carefully weigh the potential benefits and nsks 
and should carefully monitor patients for any signs or symptoms of muscle pain, tenderness, or weakness, 
particularly during the initial months of therapy and during any periods of upward dosage titration of either 
drug Periodic creatme phosphokmase (CPK) determinations may be considered in such situations, but 
there is no assurance that such monitoring will prevent the occurrence of severe myopathy Atorvastatin 
therapy should be temporarily withheld or discontinued in any patíent with an acute, serious condtion 
suggestrve of a myopathy or having a risk factor predisposing to the development of renal failure sec 
ondary to ihabdomyolysis (eg severe acute infection. hypotension. major surgery trauma, severe meta 
bolíc. endocrine and electrolyte dísorders and uncontrolled seizures) 

PRECAUTIONS: General — Before instituting therapy with atorvastatin, an attempt should be made to con¬ 
trol hypercholesterolemia with appropriate diet, exercise, and weight reduction in obese patients, and to 
treat other underlying medical problems (see INDICATI0NS AND USAGE in full prescribing Information) 
Information for Patients — Patients should be advised to report promptly unexplamed muscle pain, ten¬ 
derness, or weakness, particularly if accompamed by malaise or fever Drug Interactions — The risk of 
myopathy during treatment with other drugs of this class is mcreased with concurrent admimstration of 
cyclosporme, fibric acid derivatives, macin (mcotmic acid), erythromycm, azole antifungals (see WARN- 
INGS, Skeletal Muscle) Antead: When atorvastatin and Maalox TC suspensión were coadmimstered, 
plasma concentrations of atorvastatin decreased approximately 35% However, LDL-C reduction was not 
altered Antipyrine Because atorvastatin does not affect the pharmacokinetics of antipyrme, interactions 
with other drugs metabolized vía the same cytochrome isozymes are notexpected Cotesápot Plasma 
concentrations of atorvastatin decreased approximately 25% when colestipol and atorvastatin were coad- 
mimstered However, LDL-C reduction was greater when atorvastatin and colestipol were coadmimstered 
than when either drug was given alone Cimetídine Atorvastatin plasma concentrations and LDL-C reduc¬ 
tion were not altered by coadmimstration of cimetídine Digoxin: When múltiple doses of atorvastatin and 
digoxm were coadmimstered, steady-state plasma digoxin concentrations mcreased by approximately 
20% Patients taking digoxin should be momtored appropriately Erythromycin In healthy individuáis, plas¬ 
ma concentrations of atorvastatin mcreased approximately 40% with coadmimstration of atorvastatin and 
erythromycm, a known inhibitor of cytochrome P450 3A4 (see WARNINGS, Skeletal Muscle) Ora! 
Contraceptivos: Coadmimstration of atorvastatin and an oral contraceptive mcreased AUC valúes for 
norethindrone and ethinyl estradiol by approximately 30% and 20% These increases should be considered 
when selectmg an oral contraceptive for a woman takmg atorvastatin Warfarin: Atorvastatin had no 
climcally significad effect on prothrombm time when admimstered to patients receiving chromc warfarin 
treatment Other Concomiten! Therapy: In clinical studies, atorvastatin was used concomitantly with anti- 
hypertensive agents and estrogen replacement therapy without evidence of climcally sigmficant adverse 
interactions Interaction studies with specific agents have not been conducted Endocrine Function — 
HMG-CoA reductase mhibitors interfere with cholesterol synthesis and theoretically might blunt adrenal 
and/or gonadal steroid production Clinical studies have shown that atorvastatin does not reduce basal 
plasma cortisol concentration or impair adrenal reserve The effects of HMG-CoA reductase mhibitors on 
male fertility have not been studied in adequate numbers of patients. The effects, if any, on the pituitary- 
gonadal axis in premenopausal women are unknown Caution should be exercised if an HMG-CoA reduc¬ 
tase inhibitor is admimstered concomitantly with drugs that may decrease the levels or activity of endoge - 
nous steroid hormones, such as ketoconazole, spironolactone, and cimetídine CNS Toxicity — Bram 
hemorrhage was seen in a female dog treated for 3 months at 120 mg/kg/day Brain hemorrhage and optic 
nerve vacuolation were seen in another female dog that was sacrificed in moribund condition after 11 
weeks of escalating doses up to 280 mg/kg/day. The 120 mg/kg dose resulted in a systemic exposure 
approximately 16 times the human plasma area-under-the curve (AUC, 0-24 hours) based on the máximum 
human dose of 80 mg/day A single tome convulsión was seen m each of 2 male dogs (one treated at 10 
mg/kg/day and one at 120 mg/kg/day) in a 2-year study. No CNS lesions have been observed in mice after 
chromc treatment for up to 2 years at doses up to 400 mg/kg/day or in rats at doses up to 100 mg/kg/day 
These doses were 6 to 11 times (mouse) and 8 to 16 times (rat) the human AUC (0-24) based on the máxi¬ 
mum recommended human dose of 80 mg/day CNS vascular lesions, characterized by perivascular hem- 
orrhages, edema, and mononuclear cell infiltration of perivascular spaces, have been observed in dogs 
treated with other members of this class A chemically similar drug in this class produced optic nerve 
degeneration (Wallerian degeneration of retmogemculate fibers) in climcally normal dogs in a dose-depen- 
dent fashion at a dose that produced plasma drug levels about 30 times higher than the mean drug level in 
humans taking the highest recommended dose Carcinogenesis. Mutagenesis. Impairment of Feitility — 

In a 2-year carcmogemcity study in rats at dose levels of 10, 30, and 100 mg/kg/day, 2 rare tumors were 
found in muscle in high-dose females: in one, there was a rhabdomyosarcoma and, in another, there was a 
fibrosarcoma This dose represents a plasma AUC (0-24) valué of approximately 16 times the mean humar 
plasma drug exposure after an 80 mg oral dose. A 2-year carcmogemcity study in mice given 100, 200, or 
400 mg/kg/day resulted in a sigmficant increase in liver adenomas in high-dose males and liver carcino¬ 
mas in high-dose females These findings occurred at plasma AUC (0-24) valúes of approximately 6 times 
the mean human plasma drug exposure after an 80 mg oral dose. In vitro, atorvastatin was not mutageme 
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or clastogemc in the followmg tests with and without metabolic activation: the Ames test with Salmonella 
typhimurium and Escherichia coli, the HGPRT forward mutation assay in Chínese hámster lung cells, and 
the chromosomal aberraron assay in Chínese hámster lung cells Atorvastatin was negative in the in vivo 
mouse micronucleus test. Studies in rats performed at doses up to 175 mg/kg (15 times the human expo¬ 
sure) produced no changes in fertility There was aplasia and aspermia in the epididymis of 2 of 10 rats 
treated with 100 mg/kg/day of atorvastatin for 3 months (16 times the human AUC at the 80 mg dose); testis 
weights were significantly lower at 30 and 100 mg/kg and epididymal weight was lower at 100 mg/kg Male 
rats given 100 mg/kg/day for 11 weeks prior to mating had decreased sperm motility, spermatid head con¬ 
centraron, and mcreased abnormal sperm Atorvastatin caused no adverse effects on semen parameters, 
or reproductive organ histopathology in dogs given doses of 10,40, or 120 mg/kg for two years. Pregnancy; 
Pregnancy Category X — See CONTRAINDICATIONS Safety in pregnant women has not been estab- 
lished Atorvastatin crosses the rat placenta and reaches a level in fetal liver equivalentto that of maternal 
plasma Atorvastatin was not teratogeme in rats at doses up to 300 mg/kg/day or in rabbits at doses up to 
100 mg/kg/day These doses resulted in múltiples of about 30 times (rat) or 20 times (rabbit) the human 
exposure based on surface area (mg/m ) In a study in rats given 20, 100, or 225 mg/kg/day, from gestaron 
day 7 through to lactation day 21 (weamng), there was decreased pup survival atbirth. neonate, weanmg, 
and maturity in pups of mothers dosed with 225 mg/kg/day Body weight was decreased on days 4 and 21 
in pups of mothers dosed at 100 mg/kg/day; pup body weight was decreased at birth and at days 4, 21, and 
91 at 225 mg/kg/day Pup development was delayed (rotorod performance at 100 mg/kg/day and acoustic 
startle at 225 mg/kg/day, pinnae detachment and eye openmg at 225 mg/kg/day). These doses correspond 
to 6 times (100 mg/kg) and 22 times (225 mg/kg) the human AUC at 80 mg/day Rare reports of congemtal 
anomaltes have been received followmg intrauterine exposure to HMG-CoA reductase mhibitors. There 
has been one report of severe congemtal bony deformity, tracheo-esophageal fístula, and anal atresia 
(VATER association) in a baby bom to a woman who took lovastatin with dextroamphetamine sulfate dur¬ 
ing the first trimester of pregnancy Lipitor should be admimstered to women of child-bearmg potential only 
when such patients are highly unlikely to conceive and have been informed of the potential hazards If the 
woman becomes pregnant while taking Lipitor, it should be discontinued and the patíent advised again as 
to the potential hazards to the fetus Nursing Mothers: Nursing rat pups had plasma and liver drug levels of 
50% and 40%, respectively, of that in their mother's milk Because of Ihe potential for adverse reactions in 
nursing infants. women taking Lipitor should not breast-feed (see CONTRAINDICATIONS) Pediatric Use: 
Treatment experlence in a pediatric population is limited to doses of Lipitor up to 80 mg/day for 1 year in 
8 patients with homozygous FH No clinical or biochemical abnormalities were reported in these patients 
None of these patients was below 9 years of age Geriatric Use: Treatment experience in adults age 270 
years with doses of Lipitor up te 80 mg/day has been evaluated in 221 patients The safety and efficacy of 
Lipitor m this population were similar to those of patients <70 years of age 

ADVERSE REACTIONS: Lipitor is generally well-tolerated Adverse reactions have usually been mild and 
transient In controlled clinical studies of 2502 patients, <2% of patients were discontinued due to adverse 
experiences attributable to atorvastatin The most frequent adverse events thought to be related to ator- 
vastatm were constipation, flatulence. dyspepsia, and abdominal patn. Clinical Adverse Experiences: 
Adverse experiences reported in >2% of patients in placebo-controlled clinical studies of atorvastatin, 
regardless of causality assessment 


Adverse Events in Placebo-Controlled Studies (% of Patients) 


BODY SYSTEM Placebo 

Atorvastatin 

Atorvastatin 

Atorvastatin 

Atorvastatin 

Adverse Event 


10 mg 

20 mg 

40 mg 

80 mg 

N 

= 270 

N = 863 

N = 36 

N = 79 

N = 94 

BODY AS A WHOLE 

Infection 

100 

103 

2.8 

10.1 

7.4 

Headache 

7.0 

5.4 

167 

2.5 

6.4 

Accidental ln|ury 

3.7 

4.2 

0.0 

1.3 

3.2 

Flu Syndrome 

1.9 

2.2 

0.0 

25 

3.2 

Abdominal Pain 

0.7 

2.8 

0.0 

3.8 

2.1 

Back Pain 

3.0 

2.8 

0.0 

3.8 

1.1 

Allergic Reaction 

2.6 

0.9 

2.8 

1.3 

0.0 

Asthema 

1.9 

22 

0.0 

3.8 

0.0 

DIGESTIVE SYSTEM 

Constipation 

18 

21 

0.0 

2.5 

1.1 

Diarrhea 

15 

2.7 

0.0 

3.8 

5.3 

Dyspepsia 

4.1 

2.3 

28 

1.3 

2.1 

Flatulence 

3.3 

2.1 

2.8 

1.3 

1.1 

RESPIRATORY SYSTEM 

Sinusitis 

2.6 

2.8 

0.0 

25 

6.4 

Pharyngitis 

15 

2.5 

0.0 

1.3 

2.1 

SKIN AND APPENDAGES 

Rash 

0.7 

3.9 

28 

3.8 

1.1 

MUSCULOSKELETAL SYSTEM 





Arthralgia 

1.5 

2.0 

0.0 

5.1 

0.0 

Myalgia 

1.1 

3.2 

5.6 

1.3 

0.0 


The followmg adverse events were reported, regardless of causality assessment in <2% of patients treat¬ 
ed with atorvastatin in clinical triáis. 

Body as a Whole: Face edema, fever, neck rigidity, malaise, photosensitivity reaction, generalized edema 
Digestive System Gastroenteritis, liver function tests abnormal, colitis, vomitmg, gastritis, dry mouth, rectal 
hemorrhage. esophagitis, eructation, glossitis, mouth ulceration, anorexia, mcreased appetite, stomatitis, 
biliary pain, cheilitis, duodenal ulcer, dysphagia, enteritis, melena, gum hemorrhage, stomach ulcer, tenes- 
mus, uicerative stomatitis, hepatitis, pancreatitis, cholestatic |aundice Respiratory System: Pneumonía, 
dyspnea, asthma, epistaxis Nervous System: Paresthesia, somnolence, amnesia, abnormal dreams, libido 
decreased, emotional lability, mcoordination, peripheral neuropathy, torticollis, facial paralysis, hyperkine- 
sia Musotloskeletel System: Leg cramps, bursitis, tenosynovitis, myasthenía, tendinous contracture, 
myositis. Skin and Appendages: Pruritus, contad dermatitis, alopecia, dry skin, sweating, acné, urticaria, 
eczema, seborrhea, skin ulcer Urogenital System: Urinary frequeney, cystitis, hematuria, impotence, 
dysuria, kidney calculus, nocturia, epididymitis, fibrocystic breast vaginal hemorrhage, albuminuria, breast 
enlargement metrorrhagia, nephritis. urinary incontinence, urinary retention, urinary urgeney, abnormal 
eiaculation, uterme hemorrhage. Spedal Senses: Amblyopia, tmnitus, dry eyes, refraction disorder, eye 
hemorrhage, deafness, glaucoma, parosmia, taste loss, taste perversión. Cardiovascular System: 
Palpitation, vasodilatation, syncope, migraine, postural hypotension, phlebitis, arrhythmia. Metabolic and 
NutritionalDísorders: Hyperglycemia, creatme phosphokmase mcreased, gout, weight gain, hypo- 
glycemia. Hemic and Lymphahc System: Ecchymosis, anemia, lymphadenopathy, thrombocytopema, 
petechia 

OVERDOSAGE: There is no specific treatment for atorvastatin overdosage, In the event of an overdose, 
the patíent should be treated symptomatically, and supportive measures instituted as required. Due to 
extensive drug binding to plasma protems, hemodialysis is not expected to sigmficantly enhance atorvas- 
tatin clearance 

Caution - Federal law prohibits dispensing without prescnption. 

Cónsul! package insert before prescribing Lipitor"' (Atorvastatin Calcium) Tabiets. 

January 1997 0155G021 
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so: 


What ¡s your Diagnosis? 


Ismael‘Aldrich M.D. FACS 


Case Summary 

sixty-fiveyearold male, diabefic, 
was evaluated at the ENT clinic with 
a history of a right facial nerve palsy 
of two years duration. The patienf 
had been treated by his primary 
physician and had undergone physical 
therapy. The facial palsy remained 
unchanged and was awaiting 
corrective eye surgery because the 
patient had developed ectropion. 

The patient complained that he 
had developed over the past four 
months imbalance upon walking 
and one month prior to the 
examination developed severe 
hearing loss in his right ear. His past 
medical history ¡s significant for 
Diabetes Mellitus Type II, controled 
with oral hypoglycemic medication. 
His fasting blood sugar that morning 
was 230 mgs. 

His physical examination is signifi¬ 
cant for a long standing facial palsy 
in the right side with chronic changes 
like drooping of his right face and 
ectropion OD. The ear canals and 
the tympanic membrane were normal. 
The tunning fork test confirned the 
severe right ear hearing loss. 

A complete audiologic evaluation 
was obtain which demostrated an 
right ear profund sensory neural 
hearing loss. An MRI with contrast 
was requested. fig. 1. The image 
demónstrate a mass lesión in the 
¡nternal auditory canal, which 
measures 10 by 5 mm in diameter. 


What is your diagnosis; 

a. Cholesteatoma 

b. Acoustic Neuroma 

c. Meningioma 

d. Squamous Cell Carcinoma 

e. All of the above. 


Answer: D 


Discussion: 

In this case the patient had a 
Squamous Cell Carcinoma of the 
internal acoustic canal, which could 
be primary or metastatic. This is a 
rare case and the pathology was 
confirmed by the Armed Forces 
Institute of Pathology A.F.l.P. 

Neuromas are the most common 
tumors found in the internal auditory 
canal. They are ussually called 
acoustic neurinomas. They are slow 


growing tumors, and they are 
associated with ear symptoms like 
hearing loss, tinitus, ear fullness, 
dizzyness and facial palsy. 
Meningiomas and Cholesteatomas 
are less frequent. Squamous cell 


carcinoma of the internal auditory 
canal is a rare entity and metastatic 
disease should be suspected. 

Reference: 

1. Wenig B.M., Atlas of Head and 
Neck Pathology, Neoplasms of 
the Ear, 1993, 371-372. 

2. Thawley S.E.,Pan¡e W.R., 
Batsakis J.G., et al, 
Comprehensive Management of 
Head and Neck Tumors, 1987, 
Vol. 1, 272-273. 
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Estudios (Dzitfinaües: 

Laryngovideostroboscopy 


r 

Antonio Riera March, M.D. 
Juan'Trinidad Pinedo, M.D. 


¡s ¡s a convenient and powerful 
technique that allows the viewing not 
only of the detailed anatomy of the 
larynx and related structures but also 
of the process of phonation (1). 

Historical review 

The position of the larynx and the 
difficulty ¡n ¡ts ¡llumination have been 
natural barriers to the development 
of laryngology. Angled mirrors and 
candlelight were used ¡nitially. 
Manuel García ¡n 1 854 (2) used 
the sun to visualize his own larynx 
by reflecting the sunlight with a hand 
mirror towards the surface of a 
dental mirror into his larynx. This 
was the first indirect laryngoscopy. 
Developments in technique, lighting, 
and mirror design, first in Europe, 
then in the United States, further 
advanced laryngoscopic 
procedures. An apparatus for 
suspending the laryngoscope was 
invented by Killian and this allowed 
the bimanual instrumentation of the 
larynx. Electric and distal lighting 
and monocular and binocular 
magnifications, introduced in the 
early 1 900s, further advanced 
laryngeal endoscopy. The 
combination of direct laryngoscopy, 
suspensión, and the microscope 
initiated microsuspension 
laryngoscopy. Also, recently, direct 
visualizaron with the flexible and 
rigid fiberoptic has ¡ncreased 
visualization of these areas. Finally, 
the use of computers and advanced 
software, videotape recording and 


high-resolution color monitors and 
printers has led us to our present 
State of advancement. 

In 1878 Oertel(3) invented the 
first laryngostroboscope. His instru- 
ment was expensive and bulky and, 
therefore, not useful for otolaryn- 
gologists. This tool already had the 
essence of modern electronic 
equipment - the stroboscopic 
pulsating light. This concept was 
based on a simple perforated disk 
interpolated between the light source 
and the examiners head mirror, 
which was rotated at different 
speeds. However, the device 
remained unpopular until the late 
20th century when the sophistication 
of the new technology revived the 
oíd stroboscopic concept. 

Basic Concepts 

Stroboscopy involves the use of 
intermittent ¡llumination, regulated 
intervals and múltiple exposures of 
moving vocal folds. It is based on 
Talbots Law (4) which States that 
"sequential images produced at 
¡ntervals shorter than 0.2 seconds 
persist on the retina and fuse with 
successive images to produce the 
optical ¡Ilusión of apparent motion...'' 
Missing fragments are filled in by the 
eye, thereby fusing the images and 
giving the appearance of motion. 

This is an oíd concept that 
remains valid today and has been 
propelled into the 21 st century by 


use of the modern technology 
discussed above, giving rise to the 
sophisticated technique we cali 
laryngovideostroboscopy. 

Stroboscopic Study 

Both rigid and flexible scopes can 
be used in performing stroboscopy. 
The rigid scope that has a lens 
angle of 70 degrees or 90 degrees 
(5) provides magnificaron and 
brightness and is used for observa¬ 
ron of both structural and vibratory 
characteristics of the vocal folds. The I 
flexible scope is better for observa¬ 
ron of speech and singing (except 
for vowels). Also the entire surpra- 
glottic cavity can be more easily 
observed using a flexible scope. 

The parameters to be ¡ncluded are: i 

1 .The fundamental frequency (Fo) 

2. Symmetry 

3. Periodicity 

4. Amplitude 

5. Glottic closure 

ó. MucosaI waves 


Fundamental Frequency 

This determination is the first step 
in the stroboscopy evaluation. 
Fundamental frequency or "pitch" is 
an acoustic measure that reflects the 
vibrating rate of the vocal folds. 

The unit used is the Hertz (Hz)(6). 
The measurement is made by 
monitoring varying speech samplesl 
by placing the stethoscope head of 
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the laryngeal microphone on the 
patients neck at the level of the 
thyroid notch. The patient is given 
several tasks such as sustained 
vowel phonation, reading a 
passage and conversational speech. 
The fundamental frequency will be 
determined automatically by the 
¡nstrument. The stroboscopic light will 
emit rapid pulses controlled by the 
extracted fundamental frequency. 
Should the vocal frequency and the 
fundamental frequency of the light 
pulse be the same, the result will 
appear "static", i.e. the vocal folds 
will appear "frozen". If the vocal 
frequency is less or greater than the 
fundamental frequency the result will 
give the appearance of the vocal 
folds in slow motion. 

Phase Symmetry 

Vocal folds usually víbrate 
symmetrically and the amplitude or 
horizontal excursión of the folds is 
usually the same. Asymmetry is 
commonly caused by differing 
mechanical properties of the folds. 

Periodicity 

Periodicity is defined as the 
regularity of vocal fold vibration in 
successive cycles. Aperiodicity or 
"jitter" is defined as the ¡rregularity of 
vocal fold vibration in successive 
cycles. Therefore, stroboscopic 
flashes synchronized with the 
frequency of phonation (locked 
position) will reveal frozen or static 
image of the vocal folds vibrating 
periodically. 

Amplitude 

The extent of horizontal excursión 
of the vocal folds is referred to as 
the amplitude. It is rated at normal 
pitch and normal loudness and 
during loud and soft episodes. 


Glottal Closure 

Voice quality is altered when the 
vocal folds do not cióse sufficiently 
during speech. The voice appears 
"breathy" with decreased intensity. 
There are several types of 
incomplete closure and they are so 
named by the configuration of the 
folds at closure: complete closure, 
anterior glottal chink, posterior 
glottal chink, irregular closure, 
bowing closure, hourglass closure, 
and incomplete closure. Additionally 
important in evaluation is the 
duration of closure: In hyperfunction 

- folds cióse longer, in hypofunction 

- folds cióse for a shorter period. 

Mucosa! Wave 

The vocal fold is made up of 
mucosa and muscle. The mucosa 
consists of the epithelium and the 
lamina propia (7). The epithelium is 
stratified squamous cell epithelium 
and the lamina propia can be 
divided into three layers: superficial, 
intermedíate and deep layer. 

The superficial layer of the vocal 
folds is called "Reinke's space" by 
laryngologists and has histiological 
and mechanical properties different 
from those of the body of the vocal 
folds. The superficial layer vibrates in 


a wave like motion during speech. 
The body does not. This mucosal 
wave is said to be "absent" if it can 
not be observed. It is deemed 
"normal" if it is observed to move 
laterally at approximately half the 
width of the body of the true fold. It 
is deemed "small" or "decreased" if 
the wave motion is contained within 
the medial edges of the fold. 

Other parameters 

Further clinical assessment 
ineludes arythenoid movement, 
muscular function, vocal fold edge, 
vocal fold appearance, peri- 
arythenoid appearance, and supra/ 
sub glottic tissue appearance. 

Analysis 

Stroboscope analysis is done v¡- 
sualizing the images on the monitor, 
either the live image at the time that 
it is produced or that seen later on in 
the recording material (FIGURE 1). 
This is, in fact, a subjective analysis 
(8). The analysis is improved by 
seeing a review of the examination 
using a computerized digital video 
which permits detailed frame by 
frame evaluation and further slow 
motion examination. This will allow 
even more detailed study with linear 


LARYNGOVIDEOSTROBOSCOPY EVALUATION 


Fundamental Fo 

Phase Symmetry 

Symmetrical 

Slight/Mod. Asym. 

Severe Asym. 

Complete Asym. 

Peridicity 

Regular 

Sometimes Irreg. 

Mostly Irreg. 

Always Irreg. 

Amplitude 

Normal 

Slight/Mod. Red. 

Severe Red. 

Complete Red. 

Glottic Closure 

Complete 

Gloftal Gap 

Mass Obstruc. 

Bowing 

Mucosal Wave 

Normal 

Slight/Mod. Red. 

Severe Red. 

Absent 

Arytenoid Mov. 

Normal 

Slight/Mod. Par. 

Severe Par. 

Complete Par. 

Muscular Function 

Normal 

Med/Lat. Compr. 

A/P Compr. 

Mus. Dysfunc. 

Vocal Fold Edge 

Normal 

Irreg. Edges 

Mass 

Depression 

Vocal Fold Appearance 

Normal 

Edematous 

Hyperemic 

Inc. Mucous 

Peri-arythenoid Appearance 

Normal 

Edematous 

Hyperemic 

Pachyderma 

Supra&sub-glottic Appearanc. 

Normal 

Edematous 

Hyperemic 

Other 
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and angular measurements for further 
research ¡n the understanding of 
laryngeal pafhology and physiology. 
A print with one, two, four (FIGURE 2), 
eight, and ten color ¡mages will 
reflect the most representative 
aspects of the stroboscopic 
evaluation. This ¡s an excellent 
source of information that can be 
sent to the referring physician. 

Results 

The University of Puerto Rico, 
Department of Otolaryngology-Head 
and Neck Surgery established the 
"Picó & Rullán Speech and Voice 
Center". During the first year of its 
existence the voice disorders 
identified were as follows: 


STROBOSCOPY EVALUATION 


Voice Disorders 

Functional (Non-organic) 

19% 

Misuse and/or abuse 

16% 

Vocal cord nodules 

13% 

Vocal cord paralysis 

11 % 

Spastic dysphonia 

11% 

Vocal cord polyps 

9% 

Gastroesophageal reflux 

7% 

Chronic laryngitis 

5% 

Laryngeal web 

3% 

Acute laryngitis 

2% 

Laryngeal granuloma (nonspecific) 1 % 

Ventricular dysphonia (plica ventricularis) 1 % 

Reinke's edema 

1% 

Supraglottic edema 1 % 


Conclusíons 

Stroboscopy is a technologically 
advanced technique that is a 
powerful tool for both practitioners 
and researchers. 

Stroboscopy allows earlier 
detection of laryngeal disease and 


improved accuracy in the diagnosis 
of functional disorders. It also 
facilitates patient documentation and 
follow up, before and after surgery 
and speech rehabilitation and drug 
therapy. 

References 

1. Bless D.M., FHirano M., Feder 
R.J.: Videostroboscopic 
evaluation of the larynx, Ear 
Nose Throat J., 1987, 66: 289 

2. García M.: Observations on the 
human voice, Proc. R. Soc. 

Lond. 7:399, 1855. 

3. Oertel M.J.: Das Laryngo- 
Stroboskop und Die Laryngo- 
Stroboskpische Untersuchung, 
Arch. Laryngol. Rhinol. 3:1, 
1895 


4. H ira no M., Bless D.M.: 
Videostroboscopic Examination 
of the Larynx, Singular Publishing 
Group, Inc., 1993, 1-21 

5. Hirano M., Bless D.M.: 
Videostroboscopic Examination 
of the Larynx, Singular Publishing 
Group, Inc., 1993, 77-84 

6. Aronson Arnold E.: Clinical 
Voice Disorders, An 
Interdisciplinary Approach, Brian 
C. Decker, 1980, 48-55 

7. Colton Raymond H., Casper 
Janina K.: Understanding Voice 
Problems, A Physiological 
Perspective for Diagnosis and 
Treatment, Williams & Wilkins, 
1990, 51-69. 

8. Stasney C. R.: Atlas of Dynamic 
Laryngeal Pathology, Singular 
Publishing Group, Inc., 1996, 
1-118 


109 

















O pregunte a su 
médico sobre 
Zithromax* 
Cinco días y ya. 



Si «i médico le recela un antibiótico para la 
infección bacteriana de oído» de su niño (otitis 
media aguda), pregúntele si Zithromax ea 
adecuado para él/ella. 


El UNICO ANTIBIOTICO MBA TOMAS UNA 
VEZ AL DIA POS CINCO DIAS. 

A diferencia de otros antibióticos, Zithromax 
se administra solamente una vez al día por cinco 
días. Y cinco días son tan efectivos como la 
terapia convencional de diez dias porque el efecto 
de Zithromax continúa por varios dias después 
de la última dosis. 

Zithromax tiene un agradable sabor a cereza 
que a tos niños les gusta y se tolera bien. Los 
efectos secundarios mis comunes son diarrea 
(2%), dolor abdominal (2%), vómitos (1%) y 
náusea (1%). Aunque las reacciones alérgicas 
son poco frecuentes, de ocurrir, descontinúe el 
uso de este medicamento y consulte con su 
profesional de la salud. Para detalles completos, 
véase un breve resumen en la próxima página. 

PREGUNTE A SU MEDICO SI ZITHROMAX ES 
ADECUADO PARA SU NIÑO. 

Pira mayor información sobre Zithromax y un 
folleto gratis sobre el desarrollo del lenguaje 
y la audición. 


llame al I8O0-587-DAY8. 
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ZITHROMAX* 

(azitkromycin Ior oral suspensión) 

BRIEF SUMMARY 
INDICATIONS ANO USACE 

/IIIIIIOMAX- (.-í/illuoinyciii) is imh caled loi llm licalmonl ol pnltctils willi mikl lo modélale inleclions (pneumonía see 
WARNINGS) caused by susceptible silamsol lio designan*) mraoorganisms in lie spcaltc conijiliuns hslcd betow fas 
letommended dosaoes. üuialipns ol Iheiaov. and acritcable oalienl populabais vjiv amona líese tnlecltons. olease see 

DOSAGE AND ADMINISTRA T1QN la soca lie dasmo icamniendalmns 

Acula otitis otadla caused by Haemophilus mfíueruae. Moiatella calanhalis, or Slieplococcuspneumonae (For 
spocihc dosage recommentiahon. see DOSAGE ANO ADMINISTRAT10N | 

Communrty-ecquirsci pneumonía due lo Chlamrdia pneumoniae. Haemophilusintluen/ae. Mycoplasmapneumonae. 
oí Slieplococcus pneumoniae in patients appiopnale Ior oiai Iheiapy (Fot spcalic dosage lecommendabon. see DOSAGE 
AND AOMINISTRATION | 

NOTE Azitkromycin íhould nol ba usad ia padiatríc pabanlt witk pnaumonia who ara judgad lo ba 

inappropríata Ior oral Iharapy bacauta of modarala to lavara illnats or rímk lacton itich ai aay ol Iha 
tollowing: patiantt witk cystic fibrosrs, patiaati wilh nosocomialty acquirnd ialactioai, paútate witk 
known or luspactad bactaramia, patiaati raquiring hoipitalization, or patiaata witk aigaificaat 
undartying Kaallh problams thal may compromiia tkair abilily lo raipond lo tkair illaait (iacluding 
immuaodaticiancy or functioaal aiplaaiaj. 

Pkaryagibt/loniillibi caused by Slieplococcusprogenes as an alleirulive lo lusl line Iheiapy in individuáis who 
cannol use liisl line Iheiapy (Fot specific dosage lecommendalions, see DOSAGE AND AOMINISTRATION ) 

NOTE Pentcillin by Ihe mtiamusculai loule is Ihe usual diug of chotee in the üealmenl ol Slieplococcus pyooenas 
mlectionand Ihe piophylaxis ol iheumabc levei ZITHROMAX* is oflen elleclive in Ihe eiadication ol susceptible stiainsol 
Slieplococcuspyogenes liom Ihe nasopharynx Because some sliatns aie lestslanl lo ZITHROMAX*. susoeptibilily tesis 
stiould be peiloimed wlien pahenls aie liealod wilh ZIIHROMAX* Dalaeslablishing ellicacy ol arilhromyctn in subsequenl 
pievenlion ol theumalrc levei ate nol bailable 

Appiopnate cullute and susceplibility tesis should be petloimed beloie liealmenl lo determine Ihe causatrve organrsm 
and lis susceplibilitYloaíilhiomycin Therapy wilh ZITHROMAX* may be milialed befóte residís o( Ihese tesis are known. 
once the lesults bocome available. anbmlcrobtal Iheiapy should be adiuslcd accordingly 
CONTRAINDICATIONS 

ZITHROMAX* isconlraindicaledin palienls wtlh known hypersensiIivtly loazithroniYCin, erylhromycin, or any macrolide 
anlibto lie 

WARNINGS 

Scnous alleigic reactions. includmg angtoedema. anaphylaxis. and dermalologic reacbons includmg Slevens Johnson 
Syndrome and loxic epideimal neciolysis tur/e bcen reponed rarely in palienls on a/ilhromycin Iheiapy Although tare, 
lalalibes have been reponed (See CONTRAINDICATIONS.) Dcsprle intbally succcsslul symplomalic liealmenl ol Ihe 
allergrc symploms. when symplomalic Iheiapy was ásconlmuod. Ihe alleigic symploms recurrid too* tkarsafter in some 
petienti witbout lurther ezithromycin axposure Ihese palienls lequned piolonged peuodsol observalion and 
symplomalic liealmenl Ihe lelalionshipol Ihese episodes lo the long lissue hall-lile ol anlhiomycinand subsequenl 
piolonged exposure lo anligen is gnknown al piesenl 

II an alleigic leaclion occurs. Ihe á ug should be disconlinued and appiopuale Iheiapy should be nsbluled Physictans 
should be awaie Ihal leappeaiance ol lite aüeigic symploms may occui when symplomalic Iheiapy is disconlmued 

In Iba Iraalmanl ol pnaumonia. azilhromycin hasoaly baan shown to ba sala and effecthre In Ika traatmeal ol 
community-aeguirad pnaumonia dua lo Ckltmylié pneumonía», Haemophilus iellueeiee, Mycoplaama 
pnuumoeie». or Soaptococcut pneumonía» in paliante appropriata Ior oral Iharapy. Azithroniycia should nol ba 
asad ia pedante whh pnaumonia who ara judgad lo ba iaappropriate Ior oral Iharapy because ol modérala to 
savara illaess or risk lactors such as any ol Iha lollowing: paliante wilh cystic librosis. paliante wilh 
notocomially aeguirad infactions, paliante wilh known or suspected bactaramia, paliante regairiag 
hosphalizalion, aldarly or dabilitatad paliante, or paliante wilh significan! undartying kaallh problams that may 
compromisa tkair abilily to respond to tkair ¡lineas (including immunodaliciancy or lunctioaal asplania). 

Psaudomambranous col ¡lis has baan reportad wilh neariy all antibacterial agente and mny maga in severity 
Irom mild lo lila-tkiaalening Tkaralora, it is importan! to considar this diagnosis in pntients who prasaal wilh 
diarritaa subsequenl to tha administration ol antibacterial agente. 

liealmenl wilh antibacterial agenls aliéis Ihe normal llora ol Ihe colon and may peimil wergrowthof closliidia Sludies 
indícate Ihal a toxin produced by Closlntium állicile is a primary cause ol "anlibiottc assoaaled colitis" 

Aller Ihe diagnosis ol pscudomembianous colitis has been eslablished. Iheiapeulic measures should be inihaled Mild 
cases ol pseudomembianous colitis usually lespond lo disconlinualion ol the drug alone In modeiale lo severe cases, 
consideralion should be given lo managemenl wilh lluids and elccliolytes. prolein supplcmenlalioa and liealmenl wilh an 
antibacterial drug climcally ellective against Clostiidium r*//iote colitis 

PRECAUTIONS 

General: Because azilhromycm is ptmcipally elimmated vía Ihe liver, caution dtould be exercised when azilhromyan is 
admirxsteted lo patients wilh impaued («palie lunclion 

Iheie aie no dala legaidmg azilhromyan usage in palienls wilh lenal impanmenl. Ihus. caution should be exeicised when 
prescnbmg anlhroniycin in Ihese palenls 

The lollowing adveise evenlshave nol beeniepoilcd indinical triáis wilh ariltvomycm, anaralide. howevei. Ihey have 
boen reportad wilh macinlide pioducls venlnculai auhylhmias. inclurhng venlnculai ladiycaidia and lasadas de pames, in 
individuáis wilh piolongcd OT inlervals 

There has been a sponlanoous repon liom Ihe posl marketing expenence ol a palien! wilh previous htslory ol anhythmias 
whoexpeiencod lasedes de pañíes and subsequenl myocaidiai mlaiction lollowing a coisseol azilhromycm Iheiapy 
Information Ior Paliante: Palicnts should be cautoned lo lake ZITHROMAX* suspensión al leasl one hou prior lo a mea! 
or al leasl lwo houis allci a meal This modicahon should nol be laken wilh lood 

Palienls should also be caulioned nol lo lake alummum and magnesium conlaming aniaads and azilhromycin 
simullaheously 

The patienl should be duected lo discontinué azilhromyan immedialely and contad a physician il any signs ol an allergc 
reaelion oocur 

Drug Intaractions: Alummum- and magnesium conlaining anlacids reduce Ihe peak serum levels (rale) bul nol Ihe AUC 
(exlent) ol azilhromycin absorplion 

Admimsl/aton ol cimetidine (800 mgl lwo hours prior lo azilhromycm had no ellecl on azilhromyan absorplion 
Azilhromyan did nol allecl Ihe plasma levels or pharmacokineucs ol Iheophylline adminislered as a single mtiavenous 
dose The ellecl ol azilhromycin on Ihe plasma levels 01 phaimacokinctics ol theopbyllme adminisleied in mdliple doses 
lesulling in Iheiapeulicsleady slaledeímls ol Ihoophylline isnol known Howevei.concuiienl useol macrolides and 
Iheophyllire has been assoaaled wilh inaeases in Ihe semm concenlialions ol Iheophylline Thereloie. unlil lurther dala 
are available. ptudenl medical praclice didales carelul moniloiing ol plasma Iheophyllme levels in patents recetving 
azilhromyan and Iheoptiylln* concomilanlly 

Azilhromyan dtd nol allecl Ihe prothiombin Irme response lo a sngle dose ol warlann Howtever, ptudenl medical 
pracbce díctales carelul monilonng ol prolhiombin lime in all patients Irealed wtlh azilhromyan and warlann concomilanlly 
Concia renl use ol macrolides and warlann in dintcal pradtce has been assoaaled wilh rnaeased anltcoagdant ellects 
The lollowing diug inleraclions have nol been reponed in dinical Iríais wilh azilhromyan however. no spealic drug 
inleraclion studies have bcen peilormed lo evalúale polential diug drug inleiaclion Nonelheless. Ihey have beenobserved 
wilh maciolide producís Unlil lurther dala are developed regarding diug mteiacüons when azilhromycm and Ihese drugs are 
used concomilanlly. carelul montlormgol palenls is arkrrserJ 
Drgoxrn-elevated digoxin levels 

Eigolamrne or drhydiocrgolamine-acule ergol loxictly chaiaclcrized by seveie pertphetal vasospasm and dysesthesta 
Tnazolam-decrease Ihe deaiance ol Inazolam and Ihus may ¡nciease Ihe phaimacologic ellecl ol Ittazolam 
Drugs melabolized by Ihe cylochrome P 450 syslenv-elevalions ol setum carbamazeptne. leí leñadme, cydosponne, 
hexobabilal. and phervylorn levels 

laboratory Test Interactions; There are no leported laboralory test mleraclrons 

Carcinogssesis. Mutagen asis, Impairmaat ol Ftrtility: long loim sludes in antmals have nol been perlormed lo 
evalúale cararogenic polential Azilhromyan has shown no mulagenrc polential in standard laboratory tests mouse 
lymphoma assay. human lymphocyle daslogenc assay, and mouse bore manan dastogenic assay No evtdencs ol impared 
fertilrty due lo azilhromyan was lound 
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Pregnaacy: Teialogenic Ellects Picgnancy Calcgory II llcproductnn sludies have been per lormed in rats and mioc al 
doses up lo modeiately malernally loxic dose levels (i e. 200 mg/kg/day) Ihese doses. basedonamg/m 7 bass. ae 
eslrmaled lo be 4 and ? limes, respeclively. Ihe human daly dose ol 500 mg In Ihe animal sludtes. no evidence ol harm to 
the lelus due to azilhromycin was lound There ae. however, no adequate and well conliolted studcs m ptegnanl women 
Because animal reproduction sludies ae nol always piedclnm ol human response. azithromyan should be used durmq 
pregtiaicy only il clevuly reoded 

Nursing Motaars: ll is not known wlrclltcr azrtluomycm is cxctolcd m Iximau mrtk Because ritany drugs ae cxcrclod in 
hurnat milk. caution sltould be excrcisod wlcn azitliromycm is adimnrslcrod to a nursing woman 

Pedíame Usa: (INDICATIONS ANO USAGE.) 

Acule Otitis Media (dosage legimen 10 mg/kg on üay 1 lollowed by S mq/Vg on Oays 2 5) Salety and ellectrvcress m 
Ihe liealmenl of children wtlh otitis media under 6 monlhs ol age ha/e nol been eslablished 
Community Acquned Pneumonía (dosage régimen 10 mgdtg on Day I lollowed by 5 mg/kg on Days 2 5) Salety and 
ellectrveress in Ihe liealmenl ol chiidren wtlh communrty acquned pneumonía undei 6 monlhs of age ha/e not been 
eslablished Salety and elleclrveness Ior pneumonía due to Chlamydia pneumoniae and Mycoplasma pneumoniae were 
documentad m pórtame dimcaf Iríais Salety and ellecliveness Ior ptournoraa due to llaomophilus inlluon/ae and 
Slieplococcus pneumoniaewae nol documenled bxlenologically m tic pedíame clnxcal maf due lodillrculty in obtainrng 
speermens Use ol azrlhiomyan Ior Ihese two mraootganisms is supporled. however. by evidcnce liom adequate and wcll 
contiolled studms in adulls 

Pharyngilis/Tonsillitis (dosage régimen 12 mg/kg on Days 1 5) Salety and eflccliveness m Ihe liealmenl ol childien with 
pharyngitis/lonsillilis under 2 years of age haré nol been eslablished 

Stuaits uvaluating ths us* of rspuituk courats of therapy heve not been conducted. 

G aria trie Use: Pharmacokmelic paramelets inolder volunleers (65 85 yeas oíd) weie similar to Ihose in younger volunteers 
(18 40 years oíd) Ior Ihe 5day tháapeulrc régimen Dosage adjustmenl does nol appear lo be necessary Ior eider palíente 
wilh normal renal and hepalic lunclion recerving treatment wilh this dosage régimen 
ADVERSE REACTIONS 

In clirtical triáis, mosl of the reponed side ellects were mdd lo modérale in sevenly and were reversible upon 
discontinúame ol Ihe diug Approximatefy 0 7% ol the patrents (adulls and chilrten) liom the múltiple dose clinical triáis 
drscontinued ZITHROMAX* (azilhromyan) therapy because ol trealment refaled side elleds Mosl ol the side ellects 
leadmg to dtsconlinuation were refalad to the gastrointestinal tracl. e g. nausea, vomitrng. drarrhea. or abdominal pain 
Potentially senous side ellects of ang«edema and cholestalc jaundice were reportad rarely 

Clinical: Aduhs: Múltiple dose legimen Overalt. the most common side ellocts in adull patents receiving a muliiple dose 
régimen ol ZITHROMAX* were related to Ihe gaslioinlestinaf System wilh diarrhea/loose stools (5%), nausea (3K>). and 
abdominal patn (3%) berng the most frequenlly reponed 

Noother sideelfectsoccuned in patienison the mjliple dose régimen of ZTTHT0MAX*with a liequencygrealer than 
1 % Side ellecls Ihal occuried with a liequency ol 1 % or less ¡neluded the lollowing 
Cardiovascular Paiplalians. ches! patn 

Gastrointestinal: Dyspepsia. flatulence. vomiling. melena, and choleslalic launthce 
Gamtouriaary: Morulla, vagrnitis. and rephnlis 
Narvous Systam: ützziress. headache. vértigo, and snmnolence 
Ganaral: Fatigue 

Allargic: Rash. pholosensitivity. and angiocdcma 

Single I giam dose legimen Overall, Ihe most common side ellects in patents recetving a single dose regimenol 
1 gramol ZITHROMAX* were relaled lo Ihe gastrointestinal System and were more liequenlly leportedlhanm patrents 
recerving tle múltiple dose régimen 

Sido ellocts that occuried in patrents on Ihn singlo ore giam dosing régimen ol ZITHROMAX* wilh a Iroquoncy ol l%or 
grcalor includod dar rhoa/toose stools (7%), nausea (5%|. abrktminal parn (5%l. wtmiling (7%l. rtyspopsia (1%l. aru) vagnulrs 
( 1 %) 

Single 2giam dose legimen Overall. the mosl common side ellects in patents recerving a single 2 giam dose ol 
ZITHROMAX* were related lo the gastrointestinal System Side ellects Ihal occuried in patrents in this sludy wtlh a 
Irequcncy ol 1 % or gieater mcluded nausea (10%), diarrhea/loose stools (14%). vomiling (7%). abdominal pan (/*>), 
vagirulis (2%). dyspepsia (1 %), and dizziness (1%) Ihe ma| 0 iityol líese complamls were mild in nalure 
Children: Múltiple dose regimens The lypesol side ellects tnchildien were compaable lo Ihose seen in adulls, wtlh 
drlleienl inctdence rales Ior the lwo dosage regimens recommended in children 

Acule Otitis Modia For Ihe recommended dosage legimen ol 10 mg/kg on Day 1 tollovved by 5 mg/kg on Days 2 5. the 
mosl Irequenl side ellccls allribuled lo liealmenl were diarhea/loose stools (2%). abdominal parn (2%). vomrling (1%), and 
nausea (1 %) 

Communrty Acquned Pneumonía For the recommended dosage régimen ol 10 mg/kg on Oay 1 lollowed by 5 mg'kg on 
Days 2-5, the mosl Irequenl side ellects attnbuted to liealmenl were diarrhea/loose stools (5 8%l. abdominal parn. vomiting. 
and nausea (19% each). and rash (1 6%) 

PharyngiluVlonsillilis For Ihe letommended dosage régimen of 12 mg/kg onDays 1-5. Ihe mosl Irequenl si* ellects 
allribuled to trealment were diarrhea/Toose stools (6%). vomiting (5%). abdominal pain (3%). nausea (2%). and 
headache (1%) 

Wrth eilhet liealmenl régimen, no olher side effecls occuried in children Irealed wtlh ZITHROMAX* wtlh a Irequency ol 
gieater than1% Side ellects that occuried wtlh a Irequency ol 1% or less mcluded the tollowing 
CardiovascaUr Chesl patn 

Gastrointestinal: Dyspepsta. conslipatron. anorexia. Ilalulence. and gastritis 

Narvous Systam: Headache (otitis medra dosage). hyperkiresra. dizziness. agitation. nervousness. rnsomnta 
Ganaral: Fever. latigue. matarse 
Allurgic: Rash 

Skia an4 Appanhagaa: Pnintus. urticaria 
Spacial Sansas Conpjnclrvilis 

Post-Markating Exparianrte: Adverse events leported wilh azilhiomyan dunng the posl marketing penod in adult and/or 

pedíame patrents Ior whtch a causal relalnnship may not be eslablished include 

Allargic: Arlhrat^ra. edema, urticaria 

Cardiovascular Airhylhmias including venlnculai tachycardia 

Gastrointasbnal: Anorexia constrpation. dyspepsta, Ilalulence. vomiling/diairhea rarely resulting in dehydratron 

Ganaral: Asthema. par estilosa 

Ganilounnary: Interslilial rephutisand acule lenal íatlure 

Livar/Bíliary: Abnoimal Irver lunclion including hepatitis and choleslalic taundice 

Narvoas Systam: Convulsions 

Skia/Appaadagas: Rarely senous skin leactions including erylhema multrloime. Stevens Johnson Synrkome. and loxrc 
epidemial noaolysis 

Spacial Sansas: Hearrng thsturbances indudmg heaung loss. dealress. and/or linntus. rare lepoits ol lasle rhslubances 
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A survey between Otolaryngologist 
Head and Neck Surgeons ¡n Puerto 
Rico and a prospective study was 
done, to evalúate the efficacy of 
ceftibuten in pediatric patients 
undergoing adenotonsillectomy. 

Surgery of the tonsils and 
adenoids is the most common 
operation performed in the pediatric 
age by the Otolaryngologist Head 
and Neck Surgeons in Puerto Rico. 
Over 70% are performed in a 
ambulatory setting and almost all of 
the patients are given antibiotics 
after surgery. 

Ceftibuten was given to 1 1 2 
pediatrics patients after surgery. 
Adenotonsillectomy is a painfull 
operation and children do not take 
medication well after surgery. One 
of the benefits of this third generation 
cephalosporin, is that is given once 
a day. Twenty events were reported 
taking the medication, but only 
seven patients had to discontinué its 
use. Ceftibuten had a tolerance rate 
of 94%. 

Ceftibuten seems to be a safe 
antibiotic to use in pediatric patients 
undergoing adenotonsillectomy and 
has the convenience of being given 
once a dayj 


Introduction 

C^onsillectomy and Adenoidectomy 
is one of the most common 
operations perform in the pediatric 
age. The Tonsils and Adenoids are 
located in the oropharynx and 
nasopharynx. Surgery performed in 
this anatomic región is considered 
clean contamínate. Surgical 
profilaxis with antibiotics is 
indicated in clean contiminated 
wounds.( 1) 

An operation in the oral cavity, 
like adenotonsillectomy is 
considered a painful procedure with 
associated morbidity. Odynophagia, 
bleeding, fever, halitosis, wound 
infección are some of the 
complications of surgery. Clinical 
studies claim that the use of 
antibiotic in the postoperative 
period, decreases the morbidity 
associated with adenotonsillectomy. 
Beside reducing the incidence of 
post operative wound infection, it 
helps promoting wound healing and 
decrease the incidence of pain, 
bleeding, fever, mouth odor, and 
poor oral intake.(2) 

Most of these articles were 
published in the United States in the 
1980's. Back then most oral 
antibiotics had a dose regimine of 
three or four times a day. No 
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antibiotic has a specific indication 
as to the surgical profilaxis for 
adenotonsillectomy. Antibiotics are 
prescribe empirically, using those 
that cover bacteria from the upper 
respiratory tract. 

Most textbooks in Otólaryn- 
gology Head and Neck Surgery, 
do not address surgical profilaxis in 
surgery of the tonsils and adenoid. 
The author believes this is a standard 
practice in Otolaryngology Head 
and Neck Surgery. 

Adenotonsillectomy is a painful 
operation specially in children. 
Because of the pain kids are 
reluctant to take medications during 
the first few days. With the newer 
antibiotics of single daily dose, it 
would make sense to use a single 
daily dose regimen versus a multi 
daily dose regimen, if it's efficiency 
would be comparable. 

This study was undertaken to see 
if the use of antibiotics for surgical 
profilaxis in operations of tonsils and 
adenoids is prevalent between 
Otolaryngologist Head and Neck 
Surgeons in Puerto Rico. The second 
reason was to evalúate the outeome 
of the use of Ceftibuten for surgical 
profilaxis in the pediatric patient 
undergoing surgery of the tonsils 
and adenoids. 




Material and Methods 
Part A 

A questionaire survey was done 
between the active practitioners of 
Otolaryngology Head and Neck 
Surgery in Puerto Rico. There are 
aproxímate 55 active members at 
the present time. Several questions 
were ask; 

a. Which are the three most 
common operations you 
perform? 

b. What percent of the pediatric 
patients that underwent 
adenotonsillectomy was 
perform in an ambulatory 
setting? 

c. Do you use antibiotics 
postoperatively with pediatrics 
patients undergoing 
adenotonsillectomy? 

d. Mention two of the antibiotics 
that you prescribe frequently 
for surgical profilaxis in 
pediatric patients undergoing 
adenotonsillectomy? 

Part B 

An intervention study was done 
to determine if a single daily dose of 
antibiotic was effective for surgical 
profilaxis in pediatric patients having 
surgery of the tonsils and adenoids. 
The antibiotic chosen was 
Ceftibuten. It is a third generation 
cephalosporin and one of the newer 
once a day cephalosporin in 
suspensión. A cephalosporin was 
chosen for this study over other 
options because in previous studies 
these were favor by the surgeons.(3) 

All the pediatric patients 
undergoing Adenoidectomy, 
Tonsillectomy or both, or in 
conjuction with the placement of 
presure equalizing tubes were 
included for the study. The surgery 
took place at the San Pablo 


Ambulatory Surgery Unit at San 
Pablo Hospital and Medical Center 
between March 1 999 and March 
2000. The patients with known 
allergy to penicillin or cephalosporin 
were excluded. The patient 
population was operated by the 
same surgeon. Tonsillectomy was 
performed using the electrocautery 
or bovie technic. (4) 

Results 

Part A 

There are fifty-five Otolaryngo- 
logist Head and Neck Surgeons in 
Puerto Rico active in the practice of 
medicine. Thirty-seven completed the 
questionaire, including several 
Pediatric Otolaryngologist Head 
and Neck Surgeons. This represents 
over 65% response rate. 

The first question ask to mention 
which were the three most common 


operation they performed. Two 
surgeons were excluded from the 
results because they reported that 
they did not performed mayor 
surgery or did not opérate. Must 
mention at this point that two of the 
surgeons only perform ear surgery. 

The most common operation 
performed was adenotonsillectomy 
reported by 33 surgeons. The next 
most common was divided equally 
between three procedures, ear 
tympanostomy with the placement of 
presure equalizing tubes, septoplasty 
or surgery of the nasal septum and 
endoscopio sinus surgery. Each 
procedure reported by 17 surgeons. 

The second question ask what 
percent of the pediatric patients that 
underwent surgery of the tonsils and 
adenoids were operated 
ambulatory. Four surgeons were 
excluded for the above reasons and 
three additional were excluded 


Table 1 

Antibiotics used by Otolaryngologist for surgical profilaxis 

Type of Antibiotic mention 

Num. of Surgeons 
mentioning the Antibiotic 

Amoxicillin. 

. 18 

Amoxicillin/Clavulanate potasium. 

.2 

Azithromycin . 

.2 

Cephalosporin as a group. 

. 1 

Cefechlor . 

.2 

Cefprozil. 

. 1 

Cefpodoxime. 

. 1 

Cefuroxime. 

. 4 

Ceftibuten. 

.2 

Clarithromydn . 

. 1 

Clindamycin. 

.2 

Cephalexin. 

.2 

Erythromycin . 

.2 

Loracarbef. 

. ó 

Penicillin as a group. 

. 1 
























because they did not perform T&A 
ambulatory only as inpatients 
hospitalize. Thirty did responde that 
they do opérate tonsils and 
adenoids ambulatory but not all of 
their patients. Múltiple percentages 
were given, but twenty surgeons 
reported performing surgery of the 
tonsils and adenoids as an 
ambulatory procedure in over 70% 
of the cases. 

The next question ask, if they used 
antibiotic profilaxis in there pediatric 
patients undergoing adenotonsillec- 
tomy. The results were as expected. 
Thirty-two surgeons used antibiotics 
post opertive, only one surgeon 
does not use post operative 
antibiotics. Four surgeons did not 
perform this operation. The 32 
surgeons who used antibiotics 
reported a broad selection of 
producís. Thirty-one identified using 
1 3 diferent brand ñames and two 
identified using antibiotics as class 
groups. Table I. 

Part B 

The parents of 1 1 3 patient were 
given prescription of Ceftibuten after 
surgery. The dose was calculated for 
the pediatric patients using the 
standard dose of 9mg./kg. of 
weigth, per day. It was given for 
seven days. Followup included a 
cali at home at 24 hours and were 


seen at the office at seven days. 

One patient was excluded from the 
study group because of allergy to 
penicillin and cephalosporins not 
previously identified. 

There were 1 1 2 pediatric patients 
who underwent surgery and were 
given Ceftibuten for seven days. 
There were 68 males and 44 
femóles. Their age range from 10 
months to 1 8 years of age. The 
average age was 5.8 years of age. 
The patient population underwent six 
different types of operations. 75 
adenotonsillectomy, 1 5 
adenotonsillectomy and tube 
insertion, 1 3 tonsillectomy, 5 
adenoidectomy and tube insertion, 

2 adenoidectomy and 2 
tonsillectomy with tube insertion. 
Table II. There were in this group 
three revisión adenoidectomies, two 
had been performed elsewhere. 

The reason for surgery was 
divided according to the main 
indications for surgery, between 
obstructive, infectious or mix. There 
were 58 cases for obstructive symp- 
toms, 30 cases because infectious 
and obstructive reasons, and 24 for 
infectious reasons alone. The pa¬ 
tients that had presure equalizing 
tube inserted, 100% had a complete 
audiologic evaluation, sustaining the 
diagnosis of middle ear effusion with 


various degrees of hearing loss. 
Eigthty-nine patients carne to surgery 
with a positive xray, lateral soft tissue 
of neck demonstrat-ing enlargment of 
tonsils and or adenoids or narrowing 
of the nasopharyngeal airway. 

A few had abnormal C T sean as 
well. Patients with severe obstructive 
sleep apnea and or upper airway 
resistance syndrome with significant 
abnormal polysomnogram or sleep 
study are operated in the hospital as 
in-patients. 

Regarding the general health of 
the patient population, 40 patients 
had history of asthma, 5 had history 
of broncospasm and 3 of croup. 

Four patients had heart murmurs that 
antibiotic proplaxis was 
recommended. Upon routine 
pathological examination of the 
surgical specimen, there were 28 
cases that the pathologist reported 
Actinomycosis species colomes in 
the tonsils. 74 patients got 
intraoperative steroids, specially the 
children with history of asthma. 

To evalúate the usefullness of 
Ceftibuten for surgical prophylaxis a 
strict protocol was followed, any 
consern, cali, question, inquiry by 
the patients parents was consider an 
adverse event associated to the use 
of the antibiotic. There were twenty 
reported events. Two patients could 
not buy the antibiotics but was 
supply by the physician with office 
samples. There were two patients 
visits to the Emergency Room, one 
had severe odynophagia was 
hydrated and sent home with Tylenol 
with codeine. The other patient was 
taken to the ER because had 
complained of chest pain. FHe had a 
full cardiovascular evaluation and it 
was concluded that it was a muscle 
spasm. One child who had tubes 
inserted in his ears, develope 
otorrhea. Three patients develope 
diarrhea and another three 
complained of ear pain, related to 
the Temporomandibular Joint or TMJ. 


Table II 


Types of Operations 


Procedues Performed Num. of Cases 

Tonsillectomy and Adenoidectomy.75 

Tonsillectomy and Adenoidectomy with tubes insertion. 15 

Tonsillectomy . 13 

Adenoidectomy with tube insertion.5 

Adenoidectomy. 2 

Tonsillectomy with tube insertion . 2 


112 















Table III 



Two patients develope low grade 
fever. Vomiting was reported ¡n two 
patients, which the antibiotic was 
discontinué. There were two allergic 
reactions reported by the parents not 
evaluated by the physician, one 
develope a rash the other swelling. 
Both ¡mproved with Benadryl and 
had occured several days after the 
medication had been started. Must 
mention each patient was taking 
several medications. One mother 
complain of halitosis. Another mother 
reported his child spit some blood 
with his saliva. Upon evaluation no 
bleeding was found and had a 
blood hemoglobin of 1 3.6. One 
parent requested if the dose could 
be divided because the dose called 
for two teaspoons. Table III. Of the 
twenty events reported, 1 3 did not 
require to stop taking Ceftibuten, for 
a tolerance of 94%. 

Mayor complications like 
bleeding, infections, readmission to 
the hospital or exacerbation of 
known illness like asthma did not 
occured. 


Discussion 

Surgery of the tonsils and 
adenoids is one of the most frequent 
operations performed in the 
pediatric age.(l 1) Like all surgeries, 
there can be complications. Some of 
these are bleeding, pain, infections, 
halitosis, odynophaged and poor 
oral intake. Surgery in the 
oralpharynx is consider a clean 
contaminated operative field. 

Otolaryngologists Head and 
Neck Surgeons are train under the 
principies of general surgery, that 
clean contaminated wounds will 
require antibiotic prophylaxis.(1) 
Antimicrobial surgical prophylaxis is 
indicated in operations of the tonsils 
and adenoids as recommended by 
Fairbanks, in Antimicrobial Therapy 
in Otolaryngology-Head and Neck 
Surgery(5) and by The American 
Heart Association(ó). 

Surgical antimicrobial 
prophylaxis by definition refers to 
antibiotics given pre-op and post-op 


in the first 24 hours after surgery. 

The efficacy of using antibiotics after 
24 hours in preventing wound 
infections has not been establish. 

The therapeutic use of antibiotics 
after surgery has proven to be 
beneficial reducing the morbidity 
associated with adenotonsillectomy. 

In a controlled study by Teilian 
et. al., it proves that antibiotic 
therapy after surgery enhance the 
recovery of the children undergoing 
tonsillectomy. Symptoms like fever, 
pain, halitosis and poor oral intake 
were minimize.(2) In another report 
by Grandis et. al. done in adults 
demostrated that by giving the 
patients antibiotics after surgery for 
seven days, this reduce the 
incidence of fever, pain and 
halitosis.(7) The antimicrobials used 
in both studies were given three 
times a day for seven days. 

It is interesti-ng to point out that 
74 patients received an 
intraoperative dose of steroids. 
Several studies in children by Aprial 
et. al. and Tom et. al., have 
demostrated the efficacy of steroids 
decreasing some of the morbidity 
associated with adenotonsillectomy 
(8-9). The favorable outcome of the 
patients in this study could have 
been influence by the use of 
steroids. 

The reported adverse events 
associated with the use of Ceftibuten 
were very low. The package 
product insert of Ceftibuten des¬ 
cribes under the section of adverse 
reactions the incidence of these 
events, diarrhea 4%, vomiting 2% 
and rash or allergic reaction to less 
than 1 %.(10). In the present study 
the incidence was less or equal to 
those reported. This is important 
because tolerance is as important as 
efficacy in the pediatric age. 

Medicine is continuously 
changing and evolving. In a prior 
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report from San Pablo Hospital, 
demostrated the changing trends 
regarding surgery of the tonsils and 
adenoids at that institution which 
represent the continuous changes in 
the practice of Otóla ryn gol ogy- 
Head and Neck Surgery in Puerto 
Rico(3). Now there is data covering 
1 8 years regarding the trends of 
practice with surgery of the tonsils 
and adenoids in Puerto Rico. In the 
United States there has been a 
tendency to perform T&A in an 
ambulatory setting.(1 2) In 1983 at 
San Pablo Hospital over 90% of the 
adenotonsillectomies were 
performed as a two day hospital 
stay admission. In 1993 over 90% 
of the T&A stayed one day with very 
few patients done ambulatory. The 
results from the present report 100% 
of the patients had their surgery in 
an ambulatory setting. Data from the 
survey between the Ear Nose and 
Throat surgeons in Puerto Rico show 
that a mayority of the 
Otolaryngologist Head and Neck 
Surgeons in Puerto Rico are 
performing over than 70% of their 
pediatric adenotonsillectomies as an 
out patient procedure. 

Another comment that can be 
made from the data is that in 1983 
the main indication for surgery was 
recurrent tonsil infections. Today the 
main reason is obstructive upper 
airway symptoms. Back then apnea 
was not a common word, today we 
have a full understanding of this 
sleep disorder in children. 

The use of antibiotics 
postoperativly has been prevalent 
over the years in the United States 
and Puerto Rico. This is not a 
universal practice. In countries like 
United Kingdom,antibiotics after 
tonsillectomy are not routinely used. 

(1 3). In the the past penicillin was 
the antimicrobial mostly used, then 
the cephalosporins. Cephalosporins 
seems to be favor by many 
Otolaryngologist in Puerto Rico. 


Maybe the next logic evolution with 
the use of antimicrobials should be 
from a multi daily dose to a single 
daily dose. 


Conclusions 

1. Adenotonsillectomy is the most 
common pediatric operation 
perform by Otolaryngologist 
Head and Neck Surgeons in 
Puerto Rico. 

2. The mayority of the 
Otolaryngologist Head and 
Neck Surgeons in Puerto Rico 
operated 70% of there patients 
having surgery of the tonsils and 
adenoids in a ambulatory 
setting. 

3. Antibiotics are routinely given 
after surgery of the tonsils and 
adenoids in the pediatric age. 

4. Cefti buten seems to be a safe 
antibiotic to use in pediatric 
patients having surgery of the 
tonsils and adenoids. There was 
a low incidence of adverse 
reactions and has the conve- 
nience of once a day dosing. 
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Actitud Terapéutica en la parálisis Facial 


Nelson^Fernández Blasini M.D.; F.A.C.S. 


A. Tratamiento de la parálisis 
facial espontánea idiopática 

Medidas terapéuticas especiales 

JL eficacia del tratamiento de la 
parálisis facial espontánea 
idiopática (parálisis de Bell), ha sido 
un tópico de controversia por 
décadas, especialmente entre 
cirujanos y no cirujanos. La 
literatura publicada en relación a la 
decompresión médica mediante el 
uso de corticoesteroides no prueba 
el que no exista lugar para la 
decompresión quirúrgica del nervio 
edematizado. 

En una gran proporción de 
casos, estas parálisis recuperan 
espontáneamente y completamente 
en un corto periodo de tiempo, con 
o sin tratamiento, pero aproxima¬ 
damente en un 15a 20% de estos 
casos la recuperación es lenta e 
incompleta (e¡: movimientos 
sinquinéticos faciales). El. tratamiento 
conservador aparentemente no tiene 
influencia especifica en el curso de 
la enfermedad y sólo los 
corticoesteroides parecen demostrar 
mejoría en el curso de la 
enfermedad si son administrados 
durante la primera semana luego de 
el inicio de la parálisis idiopática, 
asi como la vitamina B1 2 
intramuscular, vasodilatadores y 
fisioterapia. Es fundamental tener 
idea del pronóstico de la parálisis, 


asi como el topodiagnóstico en 
caso de ser necesaria la 
decompresión quirúrgica (Dintel de 
excitabilidad transcutánea mediante 
estimuladores faciales tipo Hilger). 
Una diferencia entre los lados de 
la cara de 3.5 MA indica daño en 
el nervio. Una disminución lenta en 
la conductividad del nervio es 
también indicación de peligro 
inminente. La prueba del lagrimeo 
de Schirmer nos determina 
envolvimiento a nivel del ganglio 
geniculado. 

B. Tratamiento quirúrgico intra- 
temporal: vias de abordaje. 
Indicaciones quirúrgicas en la 
parálisis facial idiopática 
(Tipo Bell) 1-7 

Cuando exista pérdida de 
función, pero sólo si se encuentran 


presentes signos de degeneración 
en electromiografía, dinteles de 
excitabilidad transcutánea y 
electrogustometria. 

En la parálisis idiopática el 
tratamiento activo consiste en la 
decompresión quirúrgica del nervio 
por via transmastoidea. 

La incisión se efectúa, 
aproximadamente, 1.5 a 2 cm. 
Posterior al surco retroauricular. 

Se sigue a través del tejido 
subcutáneo y periostio desde el 
borde inferior del músculo temporal 
hasta la apófisis mastoidea (Figura 1). 
Se efectúa mastoidectomla 
transcortical simple bajo irrigación 
aspiración continua con el contra- 
angulo de Wülstein o el ototomo de 
Zimmer y se expone el receso 
facial. El receso facial, está 
constituido en su parte superior por 
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la fosa del yunque, lateralmente por 
el nervio de la cuerda del tímpano y 
medialmente por la porción vertical 
o descendente del nervio facial. 

Se afina el conducto óseo de 
Falopio usando fresas de diamante 
bajo irrigación-aspiración continua 
para evitar el calentamiento de la 
fresa. (Figura 2) 


El conducto óseo de Falopio 
debe ser pulido al máximo antes de 
extirpar cualquier segmento de él. 

La cuerda del tímpano se origina de 
la porción descendente del nervio 
facial. Se observa el contenido del 
oído medio a través del receso 
facial abierto permitiendo el acceso 
a la porción horizontal del nervio 
facial a su ganglio geniculado 
(Figura 3). 

Se procede a eliminar la cubierta 
ósea del canal de Falopio con un 
gancho dental o espátula (Figura 4). 

Se aprecia el segmento vertical 
del nervio facial sin su cubierta ósea 
(Figura 5). 

Se abre la vaina del nervio facial 
con un bisturí en hoz, desde el agu¬ 
jero estilomastoideo inferiormente, 
hasta un punto inmediatamente 
posterior al ganglio geniculado, de 
ser necesario (Figura ó). 


Cuando se decide a operar, la 
cirugía debe ser efectuada lo mas 
pronto posible ya que el nervio 
puede ser condenado a 
estrangulación lenta por edema 
secundario. El edema es causado 
por espasmo vascular de las 
arteriolas. Se establece un circulo 
vicioso en el cual el edema impide 


la circulación normal y la congestión 
vascular aumenta la formación del 
edema. El agente compresor no es 
solo la pared osea circundante del 
canal facial (canal de Falopio) en la 
porción mastoidea o descendente 
del nervio antes de su salida por el 
agujero estilomastoideo, sino la 
vaina fibrosa en dicho segmento 
vertical la cual en esta región es 
gruesa y sin fibras elásticas. 


Usualmente existe espacio suficiente 
entre la pared ósea y la vaina 
fibrosa del nervio. Por lo tanto, si se 
remueve el canal óseo sin abrir la 
vaina fibrosa no se efectúa una 
decompresión efectiva. En otros 
segmentos en el curso del nervio 
facial, la vaina es fina y contiene 
numerosas fibras elásticas. 

Por lo tanto, en la mayoría de los 
casos la decompresión es efectiva 
en este segmento vertical a menos 
que el topodiagnóstico revele 
envolvimiento a nivel del ganglio 
geniculado en cuyo caso dicha 
decompresión debe incluir la 
porción transversa del nervio en el 
oído medio hasta distal del ganglio 
geniculado si posible, sin 
articulación y reposición de la 
cadena osicular para evitar alguna 
pérdida auditiva del tipo conductivo 
(Figura 7). 

C. Con envolvimiento Laberíntico: 

Decompresión 

Combinada Transmastoidea- 

Fosa Media. (House 8, Pulec 2) 

Una reducción significante en la 
prueba del lagrimeo de Schirmer es 
una indicación para decompresión 
total del nervio facial utilizando el 
abordaje transmastoideo 
previamente descrito, en 
combinación con el abordaje de 
fosa media craneal. Se manden la 
piel y el músculo temporal 




lió 
















verticalmente y se remueve un 
cuadrado de hueso temporal 
utilizando el ototomo de Zimmer 
bajo el microscopio operatorio y 
succión-irrigación continua. 

El primer punto de referencia a ser 
identificado es la arteria meníngea 
I media. Medialmente a ésta se 
encuentra el nervio petroso 
superficial mayor que seguido 
posteriormente nos conduce al 
ganglio geniculado. Se expone el 
j segmento laberíntico del nervio 
j facial desde el ganglio geniculado 
I medialmente y posteriormente hacia 
I el extremo lateral del canal auditivo 
I interno. Se expone la dura y se 
I identifica la barra ósea de Bill que 
I separa el compartimiento antero- 
I superior del nervio facial, del 
I compartimiento postero-superior del 


nervio vestibular y se procede a 
incindir la dura del canal auditivo 
interno identificando el nervio facía 
en este compartimiento y 
procediendo a la decompresión 
quirúrgica. 


Abordaje Retrolaberíntico: 

Se efectúa mastoidectomía simple 
(amplia) y se remueve el hueso 
sobre el sigmoide y la dura de la 
fosa posterior. Se ¡ncmde la dura 
paralela y anteriormente al seno 
sigmoide preservando el saco 
endolinfático. Se ha abierto el 
espacio subaracnoideo con flujo de 
liquido céfalo-raquldeo y según el 
cerebelo se retrae posteriormente, se 
exponen los pares craneales quinto, 
séptimo, noveno y décimo según 
emergen del tallo cerebral. 

Abordaje Translaberíntico: 

Se efectúa una mastoidectomía 
simple y se esqueletoniza el trayecto 
de nervio facial en su porción 
vertical o mastoidea hasta su salida 
por el agujero estilomastoideo. 

Se exponen posteriormente los senos 
petrosos superior y sigmoideo 
dejando una cubierta osea fina de 
hueso sobre estas estructuras para su 
protección. Se efectúa una 
laberintectomía y se esqueletoniza el 
canal auditivo interno identificando 
el canal del nervio vestibular 
superior y se remueve toda la 
cubierta osea del nervio facial en su 
trayecto del canal auditivo interno 
hasta su salida por el agujero 
estilomastoideo. (Figura 8) 

Reparación del tronco nervioso 
Intratemporal: 

Se define la lesión y se excinden 
ambos extremos de la misma. 















Los segmentos proximales y distales 
del nervio deben ser seccionados 
transversal mente en dirección limpia 
y todo tejido de cicatrización debe 
ser removido. El espacio no debe 
ser menos de lcm. entre ambos 
muñones o extremos (Figura 9). 

El nervio donante puede ser 
removido del nervio auricular mayor 
o preferiblemente del nervio 
cutáneo-lateral del muslo 
(Figuras 10 y 1 1). Se debe cortar 
de 1 a 2mm mayor que el espacio 
existente en el nervio facial y se 
coloca en el canal de Falopio. 

Se ajustan ambos extremos 
cuidadosamente para aposición 
efectiva. Para estabilización del 
injerto se utiliza fibrina fresca, gota 
a gota en la región reparada. 


Tratamiento Quirúrgico 
Extratemporal: 

Ya que la glándula parótida está 
íntimamente asociada con el 
trayecto extratemporal del nervio y 
puede requerir ser removida antes 
de efectuar cirugía en el nervio 
facial, se puede efectuar 
parotidectomía parcial con 
preservación del nervio facial 
mediante parotidectomía lateral o 
parotidectomía total con 
preservación de dicho nervio. 

En caso de existir lesiones que 
envuelvan la rama principal del 
nervio o las ramas cervicofaciales o 
temporofaciales del nervio se 
encontrará invariablemente alguna 
forma de déficit permanente. 

Así también resultan en déficit 
permanente lesiones proximales a la 


bifurcación del nervio. Estos 
defectos pueden ser minimizados 
con el tratamiento lo más temprano 
posible. 

Injerto del nervio facial lesiona¬ 
do se puede efectuar mediante: 

a) Anastomosis directa 

b) Anastomosis neural indirecta 

c) Transplante de nervio autógeno. 

Resumen 

Lesiones que producen parálisis 
facial pueden ocurrir dentro del 
Fiueso temporal en cualquier lugar 
entre el canal auditivo interno y el 
agujero estilomastoideo. Exposición 
quirúrgica de este nervio puede ser 
necesaria para decompresión en 
parálisis tipo Bell; injerto, desviación 
de ruta o remoción de lesiones tal 
como tumores de colesteatoma, 
meningiomas o neurmomas del 
nervio acústico o neuromas del 
nervio facial. 

El objetivo principal en la 
expocisión quirúrgica del nervio 
facial en cualquiera de sus 
segmentos es el de la preservación 
de la audición y de la función 
vestibular sin producir mayor lesión 
a este nervio. 

Cuando la audición y la función 
de balance están presentes la 
exposición transmastoidea 
retroarticular nos expone los 
segmentos timpánicos y mastoideos 
de dicho nervio. El abordaje de 
fosa media nos ofrece acceso al 
canal auditivo interno y la porción 
laberíntica de dicho nervio facial, 
mientras que el abordaje retro- 
laberíntico nos ofrece acceso al 
nervio en la fosa posterior. 

En individuos que Fian perdido 
totalmente la función de audición y 
balance, el abordaje retro-auricular 
translaberíntico ofrece exposición 
total del nervio facial dentro del 
Fiueso temporal y fosa posterior. 



NERVIO FACIAL 

CANAL 

AUDITIVO 

INTERNO 


GANGLIO 

GENICULADO 


AGUJERO 

ESTILOMASTOIDEO 


SENO 

LATERAL 


Fig.8 


Figura 8 


118 














En lesiones en la cual el nervio 
esta afectado en la región parotldea 
el abordaje es cutáneo lateral en la 
región cervical superior. 
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□ ¿Despierta con 


dificultad para respirar? 


¡ j ¿ Subir escaleras 


Via respiratoria Via respiratoria 
inflamada //¿>re 


Si contestó “si” a por lo menos a una de estas preguntas, puede que usted 
no esté obteniendo el control del asma que debería. Pregunte a su médi¬ 
co sobre cómo FLOVENT puede ayudarle a controlar mejor el asma. 

^-__-^ Si usa dos veces al día, todos los días, 

FLOVENT ayuda a reducir la inflamación 
en las vías respiratorias, la misma infla¬ 
mación que causa dificultad para respirar, 
sibilancias y ataques de asma. Como 

FLOVENT ayuda a controlar la infla- 

r 

mación que causa los síntomas de asma en 
primer lugar, realmente ayuda a mejorar la función pulmonar con el tiem¬ 
po. Por lo general, los efectos secundarios con FLOVENT son leves. 

En estudios médicos con pacientes que usaron 440 mcg de FLOVENT al 
día, los efectos secundarios más comunes fueron: dolor de cabeza 
(17%-22%), infección de las vías respiratorias superiores (15%-22%), 




congestión nasal (8%-16%), dolor de garganta (10%-14%) e influenza 
(3%-8%). 

Información importante sobre FLOVENT 

FLOVENT no reemplaza los inhaladores de acción rápida para los ataques 
súbitos de asma. Es importante ejercer cautela si el médico le cambia el 
tratamiento de un esteroide oral, como la prednisona a FLOVENT, un 
esteroide inhalado. Mientras se ajusta a dosis menores de prednisona, el 
cuerpo no puede sanar después de una cirugía, una infección o una lesión 
seria. FLOVENT está indicado para pacientes de 12 años o más. Vea a 
su médico si su asma no mejora. 

PREGUNTE A SU MEDICO si FLOVENT es adecuado para usted 

FloVentEMÜM 

(fluticasone prop¡onote)^o¡° n 


Tiene usted el asma 

verdaderamente 

bajo control? 



PARA MAS INFORMACION Y UN DESCUENTO DE $ 5 LLAME AL 1-877-737-7472 

www.asthmacontrol.com 

FLOVENT. Ayudando a definir el control del asma. 


Para información adicional, léase la próxima página 
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: LOVENT® 44 mcg RESUMEN BREVE 

propionato de fluticasona, 44 mcg) 

Atomizador para inhalación 
: LOVENT® 110 mcg 
propionato de fluticasona, 110 mcg) 

Atomizador para inhalación 
•’LOVENT® 220 mcg 
propionato de fluticasona, 220 mcg) 

Atomizador para inhalación 
’ara inhalación oral solamente 

A continuación un breve resumen solamente. Véase la información completa sobre prescripción para 
iformación detallada del producto: 

CONTRAINDICACIONES: El atomizador para inhalación FLOVENT está contraindicado en el 
ratamiento primario de estado asmático u otros episodios agudos de asma donde se requieren 
nedidas intensivas. 

.a hipersensibilidad a cualquiera de los ingredientes de estas preparaciones es una contraindicación 
ora su uso. 

ADVERTENCIAS: 

je debe tener cuidado particular con los pacientes transferidos de corticosteroides sistémicos activos 
il atomizador para inhalación FLOVENT ya que han ocurrido muertes a causa de insuficiencia 
uprarrenal en pacientes asmáticos durante, y después, de la transferencia de corticosteroides 
istémicos a otros corticosteroides inhalados menos disponibles sistémicamente. Se requiere cierto 
lúmero de meses para la recuperación de la función del eje hipotalámico-hipofisario suprarrenal (HPA, 
ior sus siglas en inglés) después de retirar los corticosteroides sistémicos. 

os pacientes a quienes se les mantuvo anteriormente en una dosis de 20 mg o más al día de 
rednisona (o su equivalente) podrían ser más susceptibles, particularmente cuando se les ha retirado 
>or completo los corticosteroides sistémicos. Durante este periodo de supresión del HPA, los 
acientes pueden mostrar signos y síntomas de insuficiencia suprarrenal al ser expuestos a trauma, 
¡rugía o infección (en particular, gastroenteritis) u otras condiciones asociadas con pérdida severa de 
lectrólitos. Aunque el atomizador para inhalación de propionato de fluticasona puede controlar los 
íntomas del asma durante estos episodios, en las dosis recomendadas suple sistémicamente menos 
le las cantidades fisiológicas normales de glucocorticoides y NO provee la actividad 
nineralocorticoide necesaria para afrontar estas emergencias. 

tarante periodos de estrés o un ataque severo de asma, se debe indicar a los pacientes a los que se 
ss han retirado los corticosteroides sistémicos que reanuden los corticosteroides orales (en dosis 
Itas) de inmediato y que se comuniquen con el médico para instrucciones adicionales. También se 
ebe indicar a estos pacientes que lleven una tarjeta de advertencia que indique que pueden necesitar 
orticosteroides sistémicos suplementarios durante periodos de estrés o de un ataque severo de asma, 
os pacientes que requieren corticosteroides por vía oral tienen que disminuir poco a poco el uso de 
orticosteroides sistémicos después de la transferencia al atomizador para inhalación de propionato de 
uticasona. En una prueba con 96 pacientes, se logró reducir con éxito la prednisona reduciendo la 
iosis diaria en 2.5 mg semanales durante la trasferencia a propionato de fluticasona inhalado. Las 

j sducción sucesiva de la dosis de prednisona se permitió sólo cuando la función pulmonar, los 
¡Intomas y el uso de beta-agonistas, según sea necesario, fueron mejores o comparables con lo 
¡bservado antes del inicio de la reducción de la dosis de prednisona. Hay que vigilar de cerca la 
jnción pulmonar (volumen espiratorio forzadol o tasa de flujo espiratorio máximo AM), el uso de beta- 
¡gonistas y los síntomas del asma mientras se retiran los corticosteroides por vía oral. Además de 
igilar los signos y síntomas del asma, hay que observar a los pacientes para signos y síntomas de 
isuficiencia suprarrenal tales como fatiga, cansancio, debilidad, náuseas y vómitos, e hipotensión. 

I a transferencia de la terapia con corticosteroides sistémicos a un atomizador para inhalación de 
1 ropionato de fluticasona puede revelar en los pacientes condiciones anteriormente suprimidas por la 
I srapia con corticosteroides sistémicos, p. ej., rinitis, conjunctivitis, eczema y artritis. 

I os pacientes que reciben tratamiento con fármacos inmunosupresores son más susceptibles a 
I ifecciones que las personas saludables. Por ejemplo, las varicelas y el sarampión pueden tener una 
I volución más seria o hasta fatal en niños o adultos susceptibles que reciben corticosteroides. Los 
I iños y adultos que no han tenido estas enfermedades, deben ejercer especial cuidado en evitar la 
1 xposición. Se desconoce como afecta la dosis, la via y la duración de la administración de 
I orticosteroides el riesgo de desarrollar una infección diseminada. También se desconoce como 
I ueden contribuir a este riesgo una enfermedad subyacente y/o un tratamiento previo con 
I orticosteroides. Si ha estado expuesto a varicelas, podría estar indicada la profilaxis con la 
I imunoglubulina de la varicela zoster (VZIG, por sus siglas en inglés). Si ha estado expuesto al 
I arampión, podría estar indicada la profilaxis con la inmunoglobulina mezclada intramuscular (IG, por 
j us siglas en inglés). (Véanse las respectivas hojas de información completa sobre prescripción de la 
■( 'ZIG y la IG). Si se desarrollan varicelas, se puede considerar el tratamiento con agentes antivirales. 
I il atomizador para inhalación de propionato de fluticasona no se puede considerar un broncodilatador 
I no está indicado para el alivio rápido de broncospasmo. Al igual que con otros medicamentos 
I thalados contra el asma, puede ocurrir broncospasmo con un aumento inmediato en las sibilancias 
I espués de una dosis. Si ocurre broncospasmo luego de una dosis del atomizador para inhalación 
| LOVENT, hay que tratar de inmediato con un broncodilatador de acción rápida. Se debe descontinuar 
I tratamiento con el atomizador para inhalación FLOVENT e instituir una terapia alterna, 
le le debe indicar a los pacientes que se comuniquen con su médico de inmediato cuando ocurren 
I pisodios de asma que no responden a los broncodilatadores durante el curso de tratamiento con el 
: tamizador para inhalación de propionato de fluticasona. Durante dichos episodios, puede que los 
i acientes requieran terapia con corticosteroides por vía oral. 

’RECAUCIONES: 

| ienerales: Cuando se retiran los corticosteroides por via oral, algunos pacientes experimentan 
I íntomas de abstinencia de corticosteroides sistémicamente activos, p. ej., dolor en las articulaciones 
• lo dolor muscular, cansancio y depresión, a pesar del mantenimiento o mejoría de la función 
j sspiratoria. 

I il propionato de fluticasona a menudo permite el control de los síntomas del asma con una supresión 
lenor de la función HPA que las dosis por vía oral terapéuticamente equivalentes de prednisona. 
[ lomo el propionato de fluticasona se absorbe en la circulación y puede estar sistémicamente activo en 
I osis mayores, pueden esperarse efectos beneficiosos del atomizador para inhalación de propionato 
e fluticasona en la minimización de la disfunción HPA solo cuando no se exceden las dosis 
I acomendadas y los pacientes individuales se titulan a la dosis efectiva menor. Se ha demostrado una 
alación entre los niveles plasmáticos de propionato de fluticasona y los efectos inhibidores en la 
. roducción estimulada de cortisol después de 4 semanas de tratamiento con el atomizador para 
i thalación de propionato de fluticasona. 

’uesto que existe sensibilidad individual a los efectos en la producción de cortisol, los médicos deben 
; amar en consideración esta información al recetar el atomizador para inhalación de propionato de 
uticasona. 

: lebido a la posibilidad de la absorción sistémica de los corticosteroides inhalados, hay que observar 
uidadosamente los pacientes tratados con estos fármacos para cualquier evidencia de efectos de los 
orticosteroides sistémicos. Se debe poner atención especial en observar a los pacientes poscirugia o 
i urante periodos de estrés para evidencia de una respuesta suprarrenal inadecuada. 

:s posible que en un número reducido de pacientes surjan efectos de los corticosteroides sistémicos 
ales como hipercorticismo y supresión suprarrenal, particularmente con dosis mayores. Si ocurren 
í lichos cambios, debe reducirse lentamente la dosis del atomizador para inhalación de propionato de 
uticasona en consonancia con los procedimientos aceptados para reducir los corticosteroides 
istémicos y para el manejo de los síntomas del asma, 
í ’uede ocurrir una reducción en el ritmo de crecimiento en niños y adolescentes como resultado del 
ontrol inadecuado de enfermedades crónicas tales como el asma o el uso de corticosteroides para 
■atamiento. Los médicos deben observar cuidadosamente el crecimiento en los adolescentes que 
aman corticosteroides, por cualquier via y si el crecimiento del adolescente parece lento, deben 
1 opesar los beneficios de la terapia con corticosteroides y el control del asma contra la posibilidad de 
ina supresión en el crecimiento. 

Jo se conocen bien los efectos a largo plazo del propionato de fluticasona en sujetos humanos. En 
'articular, se desconocen los efectos resultantes del uso crónico del propionato de fluticasona en los 
¡Irocesos de desarrollo o inmunológicos en la boca, la faringe, la traquea y los pulmones. Algunos 
(acientes han recibido atomizador para inhalación de propionato de fluticasona continuamente por 
leriodos de 3 años o más. En estudios clínicos con pacientes tratados por casi dos años con 
•ropionato de fluticasona inhalado, no se observaron diferencias evidentes en el tipo o severidad de 


las reacciones adversas después de un tratamiento de largo plazo vis a vis de corto plazo 
Se han informado casos raros de glaucoma, aumento en la presión infraocular y cataratas después de la 
administración inhalada de corticosteroides. En estudios clínicos con propionato de fluticasona inhalado, 
ha ocurrido desarrollo de infecciones locales de la faringe con Candida albicans. Cuando se desarrollan 
tales infecciones, se deben tratar con la terapia local o sistémica apropiada (a saber, antifúngica oral) 
mientras permanece en tratamiento con el atomizador para inhalación de propionato de fluticasona, pero 
en ocasiones puede que sea necesario interrumpir la terapia con propionato de fluticasona. 

FLOVENT® 44 mcg 

Los pacientes con infección tuberculosa activa o inactiva del tracto respiratorio, infecciones sistémicas no 
tratadas por hongos, bacterias, virus o parásitos o herpes simple ocular, deben ejercer cautela con los 
corticosteroides inhalados, si los usan. 

Información para los pacientes: Los pacientes bajo tratamiento con el atomizador para inhalación 
FLOVENT deben recibir la información y las instrucciones que siguen. El propósito de esta información 
es ayudar a los pacientes con el uso seguro y efectivo de este medicamento. Esto no constituye una 
divulgación de todos los efectos adversos o esperados posibles. 

Los pacientes deben usar el atomizador para inhalación FLOVENT a intervalos regulares como se 
indica. Los resultados de las pruebas clínicas indicaron que podría ocurrir una mejoría significativa en el 
primer día o dos del tratamiento, sin embargo, puede que no se logre el beneficio completo hasta que se 
haya administrado el tratamiento por 1 a 2 semanas o más. El paciente no debe aumentar la dosis 
recetada, pero debe comunicarse con el médico si los síntomas no mejoran o si empeora la condición. 

Se debe advertir a los pacientes que eviten la exposición a las varicelas o el sarampión y, que de ocurrir 
una exposición, consulten con su médico de inmediato. Para el uso correcto del atomizador para 
inhalación FLOVENT y para lograr la mejoría máxima, el paciente debe leer y seguir cuidadosamente las 
Instrucciones de Uso para el paciente adjuntas. 

Carcinogénesis, mutagénesis, deterioro de la fertilidad: El propionato de fluticasona no demostró 
potencial tumorígeno en estudios de dosis orales de hasta 1,000 mcg/kg (aproximadamente dos veces la 
dosis máxima de 

inhalación humana diaria a base de mcg/m2) por 78 semanas en el ratón o inhalación de hasta 57 
mcg/kg (aproximadamente 1/4 de la dosis máxima de inhalación humana diaria a base de mcg/m2) por 
104 semanas en la rata. 

El propionato de fluticasona no indujo mutación genética en células procarioticas o eucarioticas in vitro. 
No se detecto efecto clastogeno significativo en el cultivo de linfocitos periféricos humanos in vitro o en 
pruebas de micronacleos de ratones cuando se administraron a dosis altas por vía oral o subcuanea. 
Además, el compuesto no retrasó la división eritroblástica en la médula osea. 

No se observó evidencia de deterioro de la fertilidad en estudios de reproducción realizados en ratas 
machos y hembras que recibieron dosis subcutáneas de hasta 50 mcg/kg (aproximadamente 1/4 la dosis 
máxima de inhalación humana diaria a base de mcg/m2). Sin embargo, hubo una reducción significativa 
en el peso de la próstata en ratas. 

Embarazo: Efectos teratógenos: Embarazo categoría C: Los estudios subcutáneos con ratones y ratas 
con 45 y 100 mcg/kg, respectivamente (alrededor de 1/10 y 1/2 la dosis máxima de inhalación humana 
diaria a base de mcg/m2, respectivamente) revelaron características de toxicidad fetal de compuestos 
glucocorticoides potentes, incluyendo retraso en el crecimiento embrionario, onfalocele, fisura del 
paladar y osificación craneal retrasada. 

En el conejo, se observó reducción en el peso fetal y fisura del paladar después de dosis subcutáneas 
de 4 mcg/kg (aproximadamente un 25 la dosis máxima de inhalación humana diaria a base de mcg/m2). 
Sin embargo, después de la administración por vía oral de hasta 300 mcg/kg (aproximadamente 3 veces 
la dosis máxima de inhalación humana diaria a base de mcg/m2) de propionato de fluticasona al conejo, 
no hubo efectos en la madre ni aumento en la incidencia de defectos externos fetales, viscerales o 
esqueléticos. En este estudio no se detectó propionato de fluticasona en el plasma, compatible con la 
baja biodisponibilidad establecida luego de la administración por via oral. 

(Véase FARMACOLOGIA CLINICA). 

Menos del 0.008% de la dosis cruzó la placenta después de la administración por vía oral de 10 0 
mcg/kg a ratas ó 300 mcg/kg, 3.6 mg/m2 a conejos (aproximadamente 1/2 y 3 veces la dosis máxima de 
inhalación humana diaria a base de mcg/m2, respectivamente). No hay estudios adecuados y bien 
controlados en mujeres embarazadas. El propionato de fluticasona debe usarse durante el embarazo 
sólo si los beneficios potenciales justifican el riesgo potencial al feto. 

La experiencia con glucocorticoides orales desde su introducción en dosis farmacológicas, en oposición 
a fisiológicas, sugiere que los roedores son más propensos a efectos teratógenos de los glucocorticoides 
que los humanos. Además, debido a que hay un aumento natural en la producción de glucocorticoides 
durante el embarazo, la mayoría de las mujeres requieren una dosis menor de glucocorticoides 
exógenos y puede que muchas no necesiten tratamiento con glucocorticoides durante el embarazo. 

No se sabe si el propionato de fluticasona se excreta en la leche humana. La administración subcutánea 
de fármacos titulados a ratas lactantes (aproximadamente 1/20 la dosis máxima de inhalación humana 
diaria a base de mcg/m2) resultó en radioactividad medible en el plasma y en la leche. Debido a que 
otros glucocorticoides se excretan en la leche humana, hay que ejercer cautela cuando se administra el 
atomizador para inhalación de propionato de fluticasona a mujeres lactantes. 

Uso pediátrico: Se trataron ciento treinta y siete (137) pacientes entre las edades de 12 a 16 años con el 
atomizador para inhalación de propionato de fluticasona en pruebas clínicas fundamentales en EU. 

No se ha establecido la seguridad y efectividad del atomizador para inhalación FLOVENT en nios 
menores de 12 años. Se ha demostrado que el uso extendido los costicosteroides orales causa una 
reducción en el ritmo de crecimiento de niños y adolescentes. 

Si un niño o adolescente que recibe cualquier costicosteroide parece mostrar supresión en el 
crecimiento, se debe considerar la posibilidad de que sea particularmente sensible a este efecto de los 
corticosteroides (Véase PRECAUCIONES). 

Uso geriátrico: Se han tratado quinientos setenta y cuatro (574) pacientes de 65 os o más con el 
atomizador para inhalación de propionato de fluticasona en estudios clínicos en y fuera de los EU. No 
hubo diferencia en las reacciones adversas comparadas con las informadas por pacientes más jóvenes. 
REACCIONES ADVERSAS: La siguiente incidencia de experiencias adversas comunes se basa en 
siete pruebas clínicas controladas con placebo en EU en las que 1,243 pacientes (509 mujeres y 734 
varones adolescentes y adultos previamente tratados con broncodilatadores y/o corticosteroides 
inhalados cuando fuera necesario) fueron tratados con el atomizador para inhalación de propionato de 
fluticasona (dosis de 88 a 440 mcg dos veces al dia hasta por 12 semanas) o placebo 
Experiencias adversas generales con incidencia de >3% con el priopionato de fluticasona en pruebas 
clínicas controladas con Inhalador de Dosis 

Medida en pacientes que recibían previamente broncodilatadores y/o corticosteroides inhalados. 


Efecto Adverso 

Placebo 

FLOVENT 

FLOVENT 

FLOVENT 


(n=475)% 

88 mcg 

220 mcg 

440 mcg 


dos veces 

dos veces 

dos veces 



al día 

al día 

al día 



(n = 488)% 

(n = 95)% 

(n = 185)% 


Oído, 





nariz y garganta 





Faringitis 

7 

10 

14 

14 

Congestión nasal 

8 

8 

16 

16 

Sinusitis 

4 

3 

6 

5 

Secreción nasal 

3 

5 

4 

4 

Disfonía 

1 

4 

3 

8 

Rinitis alérgica 

4 

5 

3 

3 

Candidiasis oral 

1 

2 

3 

5 

Infección de las 





vías respiratorias 

12 

15 

22 

16 

Influenza 

2 

3 

8 

5 

Dolor de cabeza 

14 

17 

22 

17 

Duración 





promedio(en dias) 

44 

66 

64 

59 


La tabla superior incluye todos los eventos*(ya fueran considerados relacionados con el fármaco o no 
relacionados el fármaco por el investigador) que ocurrieron a una tasa de sobre 3% en los grupos 
combinados de atomizador para inhalación de propionato de fluticasona y fueron más comunes que en 
el grupo del placebo. Al considerar estos datos, se deben tomar en consideración las diferencias en la 
duración promedio a la exposición. 








Estas reacciones adversas fueron mayormente de leves a moderadas en severidad y < 1% de los 
pacientes descontinuaron el estudio debido a los eventos adversos. Se han informado casos raros de 
reacciones de hipersensibilidad inmediata o retrasada, incluso urticaria y erupción y otros eventos 
raros de angioedema y broncospasmo. 

No se informaron efectos secundarios de los glucocorticoides sistémicos durante las pruebas clínicas 
controladas con el atomizador para inhalación de propionato de fluticasona. Sin embargo, si se 
exceden las dosis recomendadas, o si las personas son particularmente sensibles, podrían ocurrir 
síntomas de hipercorticismo, p. ej., síndrome de Cushing. 

Otros eventos adversos que ocurrieron con una incidencia de 1% a 3% en estas pruebas clínicas 
utilizando el atomizador para inhalación de propionato de fluticasona y que ocurrieron en una 
incidencia mayor que con el placebo fueron: 

Nariz, oido y garganta: Dolor en el/los senos nasales, rinitis. 

Ojo: irritación ocular. 

Gastrointestinal: Náuseas y vómitos, diarrea, dispepsia y trastornos estomacales. 

Misceláneos: Fiebre. 

Boca y dientes: Problemas dentales. 

Musculosqueléticos: Dolor en las articulaciones, esguince/torcedura, molestias y dolores, dolor 
en una extremidad. 

Neurológicos: Mareos. 

Respitarios: Bronquitis, congestión en el pecho. 

Piel: Dermatitis, erupción cutánea. 

Urogenitales: Dismenorrea. 

En un estudio de 16 semanas de duración con asmáticos que requerían corticosteroides por vía oral, 
se compararon los efectos del atomizador para inhalción de propionato de fluticasona 660 mcg dos 
veces al día (n = 32) y 880 mcg dos veces al día (n = 32) con el placebo. Los eventos adversos (ya 
fueran considerados relacionados con el fármaco o no relacionados con el fármaco por el investigador) 
informados por más de tres pacientes en el grupo de propionato de fluticasona y que fueron más 
comunes con el propionato de fluticasona que con el placebo se muestran a continuación: oido, nariz y 
garganta: Faringitis (9% y 25%); congestión nasal (19% y 22 %); sinusitis (19% y 22%); secreción nasal 
(16% y 16%); disfonla (19% y 9%); dolor en los senos nasales (13% y 0%; lesiones orales tipo Cándida 
(16% y 9%); candidiasis orofaringea (25% y 19%) Respiratorios: Infección en las vías respiratorias 
superiores (31% y 19%); influenza (0% y 13%). Otros: Dolor de cabeza (28% y 34%); dolor en una 
articulación (19% y 13%); náuseas y vómitos (22% y 16%); dolor muscular (22% y 13%); malestar 
general/fatiga (22% y 28%); insomnio (3% y 13%).Observados durante la práctica clínica: Además de 
los efectos adversos informados en pruebas clínicas, se han identificado los siguientes eventos 
después del uso postaprobación del propionato de fluticasona en la práctica clínica. 


Debido a que se informan voluntariamente de una población de tamaño desconocido, no se pueden 
hacer estimados de frecuencia. Estos eventos se han escogido para inclusión ya sea por la seriedad, 
frecuencia de informe, conexión causal al propionato de fluticasona o una combinacin de estos 
factores. 

Oídos, nariz y garganta: Dolor e irritación de garganta, ronquera, laringitis, afonía. Endocrinos y 
metabólicos: Características cushingoides, reducción en la velocidad del crecimiento en nios y 
adolescentes, aumento de peso, híperglicemia. Siquiátricos: Intranquilidad, agitación, agresión, 
depresión. 

Respiratorios: Broncospasmo paradójico, exacerbación del asma, disnea, sibilancias, opresión en el 
pecho, broncospasmo, tos. 

Cutáneos: Prurito, contusiones, equimosis. SOBREDOSIS: Una sobredosis crónica puede tener como 
resultado signos/slntomas de hipercorticismo (véase PRECAUCIONES). La inhalación por parte de 
voluntarios saludables de una sola dosis de 1,760 ó 3,520 mcg del atomizador para inhalación de 
propionato de fluticasona se tolerá bien. También los voluntarios humanos saludables toleraron bien la 
administración de atomizador para inhalación de propionato de fluticasona de 1,320 mcg dos veces al 
día por 7 a 15 días. Se toleraron bien las dosis repetidas de hasta 80 mg diarios por 10 días en 
voluntarios saludables y dosis repetidas orales de hasta 20 mg diarios por 42 días en pacientes. Las 
reacciones adversas fueron de severidad de leve a moderada y las incidencias fueron similares en el 
grupo de tratamiento activo y el del placebo. La dosis letal media oral y subcutánea en ratas y ratones 
fue de >1,000 mg/kg (>2,000 veces la dosis máxima de inhalación humana diaria a base de mg/m2). 
DOSIS Y ADMINISTRACION: Se debe administrar el atomizador para inhalación de propionato de 
fluticasona FLOVENT por vía inhalada oral en pacientes de 12 años o más. Los pacientes individuales 
experimentarán un tiempo variable para el comienzo y el grado de alivio de los síntomas. Por lo 
general, el atomizador para inhalación de propionato de fluticasona tiene un comienzo de acción 
relativamente rápido para un glococorticoide inhalado. La mejoría en el control del asma después de la 
administración inhalada de propionato de fluticasona puede ocurrir no más tarde de 24 horas después 
de comenzar el tratamiento, aunque puede que no se logre el beneficio máximo hasta 1 ó 2 semanas o 
más después de comenzar el tratamiento. Una vez se logre la estabilización del asma (véase a 
continuación), siempre es deseable titular a la dosis efectiva más baja para reducir la posibilidad de 
efectos secundarios. Para los pacientes que no responden adecuadamente a la dosis inicial después 
de 2 semanas de terapia, puede que dosis más altas provean control adicional del asma. No se ha 
establecido la seguridad y eficacia del atomizador para inhalación FLOVENT cuando se administra en 
dosis más altas que las recomendadas.Se recomienda enjuagarse la boca despuees de la inhalación. 
En la tabla a continuación se indica la dosis inicial recomendada y la dosis más alta recomendada del 
atomizador para inhalación de propionato de fluticasona, basada en terapias antiasmáticas previas. 


Terapia previa 


Broncodilatadores 

solamente 

Corticosteroides 

inhalados 

Corticosteroides 

orales H 


Dosis inicial 
recomendada 

88 mcg 

dos veces al día 
88-220 mcg 
dos veces al día* 
880 mcg 
dos veces al día 


Dosis más alta 
recomendada 

440 mcg 
dos veces al día 
440 mcg 
dos veces al día 
880 mcg 
dos veces al dia 

* Se pueden considerar dosis iniciales sobre los 88 mcg dos veces al día para pacientes con control 
más deficiente del asma o para los que anteriormente han requerido dosis de corticosteroides 
inhalados que se encuentran en el límite superior para ese agente específico NOTA: Con todos los 
pacientes, es deseable titular a la dosis efectiva más baja una vez se haya logrado estabilizar el asma. 
H Para pacientes que reciben en la actualidad terapia crónica con corticosteroides orales: La 
prednisona se debe reducir no más rápido de 2.5 mg/día semanalmente, comenzando por lo menos 1 
semana después de la terapia con el atomizador para inhalación FLOVENT. Se deben vigilar 
cuidadosamente los pacientes para signos de inestabilidad asmática, incluyendo medidas objetivas 
seriadas de flujo de aire y para signos de insuficiencia suprarrenal (véase ADVERTENCIAS). Una vez 
se complete la reducción de prednisona, se debe reducir la dosis de propionato de fluticasona a la 
dosis efectiva más baja. Uso geriátrico: En estudios donde se han tratado los pacientes geriátricos (65 
años o más, véase PRECAUCIONES) con el atomizador para inhalación de propionato de fluticasona, 
la eficacia y la seguridad no se diferenció de la de pacientes más jóvenes. Por lo tanto, no se 
recomienda ajustar la dosis. Instrucciones para uso: Instrucciones ilustradas de uso para el paciente 
que acompañan cada paquete del atomizador para inhalación FLOVENT. PRESENTACION: El 
atomizador para inhalación FLOVENT 44 mcg viene en cartucho de 7.9-g que contienen 60 
inhalaciones medidas en cajas de uno (NDC 0173-0497-00) y en cartuchos de 13-g que contienen 120 
inhalaciones medidas en cajas de uno (NDC 0173-0491-00). Cada cartuchos viene con un accionador 
oral color naranja oscuro con una tapa color melocotón y las instrucciones para los pacientes. Cada 
activación del inhalador libera 44 mcg de propionato de fluticasona. El atomizador para inhalación 
FLOVENT 110 mcg viene en cartuchos de 13-g que contienen 120 inhalaciones medidas en cajas de 
uno (NDC 0173-0494-00). Cada cartucho viene con un accionador oral color naranja oscuro con una 
tapa color melocotón y las instrucciones para los pacientes. Cada activación del inhalador libera 110 
mcg de propionato de fluticasona. Los cartuchos de FLOVENT sólo se utilizarán con los activadores 
del atomizador para inhalación FLOVENT. No se deben utilizar los accionadores con otros 
medicamentos en atomizador. Guárdese entre 2E y 30EC (36E y 86EF). Guarde el cartucho con el 
extremo de la boquilla hacia abajo. Protéjase contra temperaturas de congelación y de la luz directa 
del sol. Evite rociar en los ojos. Contenido bajo presión. No perfore ni incinere. No guarde a 
temperaturas sobre los 120EF. Manténgase fuera del alcance de los niños. Para mejores resultados, 
el cartucho debe estar a temperatura ambiente antes de usarse. Agítese bien antes de usarse. Nota: 

La ley federal de Aire Limpio requiere sangrar la declaración que aparece a continuación para todos los 
productos que contienen o se fabrican con clorofluorocarbonos (CFC).ADVERTENCIA: Contiene 
triclorofluorometano y diclorodifluorometano, sustancias nocivas para la salud pública y el ambiente 
porque destruyen la capa de ozono en la atmósfera superior. Se ha colocado un aviso similar a la 
ADVERTENCIA de arriba en la hoja de información para el paciente de este producto a tenor con los 
reglamentos de la Agencia Federal de Protección Ambiental (EPA, por sus siglas en inglés). El 
atomizador para inhalación FLOVENT 220 mcg viene en cartuchos de 13-g que contienen 120 
inhalaciones medidas en cajas de uno (NDC 0173-0495-00. Cada cartucho viene con un accionador 
oral color naranja oscuro con una tapa color melocotón y las instrucciones para los pacientes. Cada 
activación del inhalador libera 220 mcg de propionato de fluticasona. 
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Voice Restoration after Total Laryngectomy with 
Tracheoesophageal Puncture and Voice Prosthesis 


Charles Juarbe, MD'; Domingo Cáseres, MD 2 ; 
Sara'^Díaz, MSH 3 


Abstract 

r" 

Removal of the voice box or 
larynx is the usual treatment for 
advanced cáncer of the larynx. 
Tracheoesophageal puncture (TEP) 
has become an accepted method 
for voice restoration following total 
laryngectomy. 

Eleven patients under went total 
laryngectomy with TEP at San Pablo 
Hospital Medical Center between 
March 1989 and October 1995. 
Seven patients were available for 
voice analysis. Eighty six percent of 
the patient was able to talk. 

This is the first report of TEP being 
perform in Puerto Rico and with a 
complete Hispanic population of 
patients. Results compare favorably 
with those reported in the medical 
literatureXj 

^^3ryngectomy is the usual 
treatment for advanced laryngeal 
cáncer. The voice is lost as the result 
of this operation. Tracheo¬ 
esophageal puncture (TEP) has 
become an accepted method for 
voice restoration following total 
laryngectomy. Blom and 
Singerb describe the operation for 
patients with established stomas in 


1979 (Secondary TEP). In 1982 
Maves and Lingeman 2 describe 
performing the procedure at the time 
of laryngectomy (Primary TEP). 

Regardless of the timing of the 
procedure, the goal is to create a 
fístula between the tracheal stoma 
and the esophagus. Once the fístula 
matures the patient is fitted with a 
voice prosthesis, which permits 
shunting of air from the trachea into 
the esophagus, covering the tracheal 
stoma with the thumb. The patient 
learns to phonate and develops his 
new voice. 

This study was undertaken to 
analyze the results of patients 
undergoing total laryngectomy with 
TEP and voice prosthesis. To our 
knowledge this is the first report of 
results of patients undergoing total 
laryngectomy and voice restoration 
with TEP in Puerto Rico. 


Methods and Materials: 

Between March 1989 and 
October 1995, 1 1 patients 
underwent total laryngectomy with 
tracheoesophageal puncture at San 
Pablo Hospital Medical Center. 

All the patients were operated by the 
same surgeon. 


Of the eleven patients, 10 were 
male and 1 female. The age range 
was from 52 to 72 years of age. 
The mean age was 66 years of 
age. With regards to the patients 
past medical history, 3 were 
hypertensive and one had diabetes 
mellitus. Nine patients smoked and 
four gave history of alcohol use. 
These are important issues because 
in previews studies preexisting 
medical problems affected the 
patients outcome 3 . All patients had 
Squamous Cell Carcinoma. 

The lesions were located in the 
following distribution: six glottic, four 
Supraglottic and one transglottic. 
Following TMM staging guideline, 
there was one Stage II, 8 Stage III 
and 2 Stage IV. 

Of the 1 1 patients who 
underwent total laryngectomy, five 
were radiation failure and surgery 
was required for salvage. 

Three patients required preoperative 
tracheotomy because of airway 
obstruction. 

All the patients had a TEP 
performed and a cricopharyngeal 
myotomy. TEP was primary in 10 
patients and secondary in one. 

The surgical technique has been 
previously describe 2 . Four patients 
required neck dissection. The TEP 
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was stent with a 14 french red 
rubber catheter and which was also 
used as a feeding tube. All the 
patients were fitted with a Bloom 
Singer voice prosthesis betweens 
1 2" 1 and 1 7^ days post 
operatively. By week six all the 
patients were phonating or 
speaking. All patients had drains 
place in the wound and antibiotic 
were given pre and post operatively. 
No mortality was seen. 
Complications occurred in two 
patients. One had a wound 
infection and the other a fístula that 
closed with conservative treatment. 
Follow up ranges from ó months to 
60 months with a mean of 2 5.5 
months. Four patients received post 
operative radiations therapy. Two of 
these four patients develop 
recurrence and were treated with 
chemotherapy. 

Seven patients remain alive for 
voice analysis. Two patients died 
with locoregional disease one, 
secondary cáncer case, and the 
other was a carotid blow out case. 

Complications associated to the 
use of the voice prosthesis have 
been few. One patient developal a 
granuloma at the puncture site which 
was treated with silver nitrate, and 
one develop a false pasage that 
requiened repuncture under local 
anesthesia. 


Results: 

There were seven patients 
available for voice analysis. 

A video of the patients was taken 
having the patients answer specific 
questions and documenting the 
patients ability to maintain a 
conversation between them selfs. 

A panel composed of ten 
nonhealth individuáis were used as 
judges. Prior instructions on voice 
quality, and voice strenght was 


given. The physicians, the speech 
pathologist, and family members 
were excluded from the evaluation. 
Then, the video was presented to a 
group of 10 persons and were ask 
to evalúate the patients voices. 

Voice quality was ¡udged to be 
excellent in 5 patients, good in one 
and poor in one. The results for 
voice strength was reported as 4 
excellent, 2 good and one poor. 
The patient with poor results was a 
patient who removed the voice 
prothesis and decided for 
electrolarynx (Table 1A). 


Díscussion: 

Since the introduction of TEP with 
voice prosthesis for vocal rehabi- 
litation after total laryngectomy, the 
field of vocal rehabilitation has been 
revolutionized. The literature is full 
of positive reports of this procedure. 
TEP has become the main form of 
vocal rehabilitation after total 
laryngectomy in the Untied States. 
The result of múltiple series strongly 
suggests this. (Table II, III, IV). 

TEP started as a secondary 
procedure performed some time 



TABLE l(A) 
VOICE RESUTS 




EXCELLENT 

GOOD 

POOR* 

VOICE QUALITY 

5 

1 

1 

VOICE STRENGHT 

4 

2 

1 

* PATIENT REMOVE THE PROSTHESIS 


When the patients were asked for 
degree of satisfaction with their 
voice, 5 were delighted, one 
satisfied and one unsatisfied 
(Table 1 B). At present ó out of 7 
(86%) patients continué using the 
voice prosthesis. Three of the 
patients remain active working. 

The over all result of successful 
acceptable voice is 86%. Eventhue 
this is a small group of patients the 
results were not affected by age, 
gender, pre-existing medical 
problem, complications or prior 
medical treatment. In one report 
these factor affected the results 3 . 



after the original surgery. Then TEP 
was perform at the time of the 
surgery, primary TEP. At present, 
it can be perform in extended 
resection with acceptable results. 4 
To our knowledge this is the first 
report of TEP being perform in 
Puerto Rico and in a complete 
hispanic population of patients. 

The 86% voice result is a number 
we can now use to express to our 
prospected patients of the chance 
of success with the procedure in 
Puerto Rico. But beyond the 
numbers it is of great psychological 
help to the cáncer patient to know 
he will be able to speak at some 
point after surgical procedure. 22 
As demonstrated in this study most 
patients undergoing total 
laryngectomy with TEP and 
placement of voice prosthesis are 
expected to talk within a short 
period of time after surgery. 
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TABLE II 

SECONDARY TEP 



YEAR 

TOTAL 

SUCCESS* 

SINGER BLOM, HAMAKER 5 

1981 

129 

113 

WOOD, TUCKER 6 

1981 

32 

28 

WETMORE 7 

1981 

18 

13 

JOHNS, CANTRELL 8 

1981 

26 

24 

DONEGAN, GLUCKMAN, SINGH 9 

1981 

23 

13 

WETMORE, JOHNS, BAKER 10 

1981 

61 

56 

PANJE 11 

1983 

120 

99 

ANDREW, MICKEL, HANSON et. al. 12 

1987 

97 

NS 

PERRY, CHESSMAN, MCIVOR 13 

1987 

33 

73% 

MANIGUA, LUNDY, CASIANO et. al. 14 

1987 

62 

43 

JUARBE, SHEMEN, WANG et. al. 4 

1989 

11 1 

93% 


*RESULTS HAVE BEEN REPORTED IN TOTAL SUCCESS NUMBER AND OTHER 
IN PERCENTAGE. NS NOTG STATED. 


TABLE III 

PRIMARY TEP 


YEAR 

TOTAL 

SUCCESS 

MAVES, LINGERMAN 15 

1982 

1 1 

82% 

HAAAAKER, SINGER BLOM et.al. 16 

1985 

36 

75% 

SHAGETS, PANGE 17 

1985 

60 

74% 

ANNYAS et. al. 18 

1984 

36 

86% 

JUARBE, SHEMEN, EBERLE et. al. 3 

1985 

15 

93% 

ANDEREW, MICKEL, HANSON et. al. 12 

1987 

7 

ns 

LAU, WEI, HO et al 1 9 

1988 

33 

58% 

JUARBE, SHEMEN, WANG et al. 4 

1989 

55 

97% 

MANIGUA, LUNDY, CASIANO 14 

1989 

33 

88% 

NS NOT STATED 


TABLE IV 

EXTENDED LARYNGECTOMY WITH FLAP RECONSTRUCTION 


YEAR 

TOTAL 

SUCCESS 

HAMAKER, SINGER BLOM et. al. 16 

1985 

6 

66% 

MEDINA, NANCE, BURN et. al. 20 

1987 

10 

80% 

SALOMON, SWARTZ, JOHNSON et. al. 21 

1987 

3 

100% 

LAU, WEI, HO et. al. 19 

1988 

19 

83% 

JUARBE, SHEMEN, WANG et. al. 4 

1989 

10 

70% 


Mrs. Sara Díaz has been the 
speech Pathologist of the American 
Cáncer Society, Puerto Rico 
Chapter, who has given herself the 
task of providing skill care to these 
patient, without her this would not 
had been possible. 
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Abstract: 

r 

The objective of this study was to 
investígate the incidence management, 
and complications of foreign bodies 
in the upper aerodigestive tract of 
children in Puerto Rico. The records 
of children admitted to the University 
Pediatric Hospital of Puerto Rico 
were revised from January 1, 1989 
to December 31,1994. 51 
children had foreign body in their 
airway and 107 children had 
foreign body in their digestive trac (a 
total of 158 patients) These records 
were examined for age, gender, 
previous medical illness, clinical 
presentation, radiographic studies, 
removal technique, complications, 
and hospital stay. The most common 
age in both groups was 1 year oíd 
childrens. Of the 51 foreign bodies 
aspirations, 25 were boys and 26 
were girls; and of the 107 
ingestión, 67 were boys and 40 
were girls. The most common times 
of the year were during the summer 
and winter months. The diagnosis of 
foreign body aspiration or ingestión 
was made in 6 hours or less in only 
68 of the 158 cases. The most 
common signs were vomiting, 
coughing, and choking episode (44 
cases). X-rays were positive in 146 
cases (92.4%). The most common 
foreign body ingestión was coins 
and aspiration was peanuts. There 
were no complications on 1 29 
cases (81.6%). The most common 
complication was pneumonía with 
19 cases. The mean hospital stay 
was 3 days. In general, foreign 
body aspiration or ingestión are 


common events that can be prevent- 
ed in the pediatric age. Parental 
education is important at this stage. 

If the event can't be prevented then 
a rapid management must be given 
to those patients with positive history 
of an adult witness of the event and 
a high level of suspicion for those 
patients with no reported event of 
choking or witness present. j 


Introducción: 

oreign body aspiration and 
ingestión are fairly common 
problems in the pediatric age. In 
the United States, over 2000 deaths 
per year are caused due to choking 
on food and other foreign bodies, 
and is the sixth most common cause 
of accidental death 1 . In 1992, 

Puerto Rico reported a total of 50 
deaths due to aspiration or ingestión 
of foreign bodies 2 . In 10 of these 
cases the victims were 1 4 years oíd 
or younger. Young children of one 
to three years of age are at 
increased risk of foreipi body 
aspiration and ingestión. This is 
explained by the exploraron of new 
textures and tastes due to the 
orolingual curiosity or tile intention to 
relieve gum pain due to teething, 
both being a normal characteristic; 
of this age. Foreign bodies ¡ngested 
or aspirated by young children tend 
to be nuts, coins, hardware, and 
plástic toy pails, while older children 
tend to ingest bones,meat, or caustic 
substances 3 . Symptoms, diagnosis, 
and treatment depend oil the 
location and nature of the object. 


The purpose of this investigaron, 
devoted to foreign bodies, is to esta- 
blish number of cases, most common 
age, sex, object (depending of 
location), positive or negative x-rays, 
method or extraction, complications, 
and average length of hospital stay. 


Materials and Methods: 

Between January 1, 1 989 to 
December 31, 1994, 158 children 
were admitted to the University 
Pediatric Hospital for evaluation and 
treatment of foreign body aspiration 
and ingestión. Their medical records 
were revised for the parameters used 
to obtain these investigation results. 
Since there is almost no report of 
incidence, objects, methods of 
extraction, or frequency of 
complication done before this 
investigation, this will be one of the 
building stones in the research of this 
area in Puerto Rico. 

The age, sex, previous medical 
illness, and clinical presentation of 
patients were evaluated by 
obtaining the information from the 
history and physical exam written in 
the medical records. After careful 
physical examination, laboratory 
exams were performed. These 
included anterior, posterior, and 
lateral x-ray exams of the neck and 
chestarea. Radiographic 
evaluation was considered positive if 
evidence of radiopaque object was 
evident. In the case of a radiolucent 
object, the radiographic exam was 
considered positive if there was 
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evidence of air trapping of a lung 
field during expiration, opacity of a 
lung field, or suggestion of a foreign 
body in the esophagus during 
contrast x-rays. 

The operation report and progress 
notes were evaluated for operative 
procedure, retrieved object, 
location, complications, and mean 
hospital stay. Generally, there were 
four surgical procedures performed 
in the operating room: direct 
laryngoscopy, flexible and rigid 
bronchoscopy, and rigid 
esophagoscopy. Each of these 
procedures was used depending on 
the clinical presentation of each 
patient. The procedure allowed the 
proper identification of the foreign 
object, its location, and removal. 
Complications inelude all 
nonsurgical as well as surgical 
complications. Nonsurgical 
complications inelude all medical 
illness (or ¡llnesses) attributed to be 
caused by the foreign object itself, 
like pneumonía, pulmonary edema, 
and esophageal tear. Surgical 
complications inelude all medical 
illness (or ¡llnesses) attributed to be 
caused by removal of the foreign 
body. These inelude esophageal 
perforation, laringospasm, 
pneumothorax, cardiopulmonary 
arrest, and others. Mean hospital 
stay was calculated by using the 
number of days each patient spent 
during his or her admission. Since 
the University Pediatric Hospital is an 
institution for the medical indigent, it 
is ilso a great opportunity to 
evalúate general cost and mean 
hospital stay. 

Results: 

Age and sex. 158 patients with 
airway and esophageal foreign 
bodies were referred to our 
institution. Patients age range from 
5 months oíd up to 16 years oíd. 

The most common age was 1-year- 


,.old children (53 cases). There were 
all overall total of 92 boys and 66 
girls. A total of 51 cases had 
foreign object aspiration of wich 25 
were boys and 26 were girls. From 
these cases the most common age 
was 1-year-old with 20 cases report- 
ed. Age ranged between 6 months 
oíd up to 16 years oíd. Foreign 
body ingestión had a total of 1 07 
cases divided in 67 boys and 40 
girls. The most common age was 
also 1-year-old children with a total 
of 33 cases and the ages ranging 
from 5 months oíd to 14 years oíd. 

Month and year. The most 
common months werejanuary 
(22 cases), December (17 cases), 
June (1 7 cases), July (16 cases), 
August (16 cases), October (16 
cases), and April (1 3 cases). The 
distribution of overall cases per year 
is as follows: 20 cases in 1989, 19 
cases in 1990, 34 cases in 1991, 
25 cases in 1992, 28 cases in 

1993, and 32 cases in 1994. 
Foreign body aspiration had most of 
its cases on the months of January 

(1 3 cases), December (7 cases), 
and June (6 cases). The distribution 
of cases per year was 6 cases in 
1989, 10 cases in 1990, lOcases 
in 1991, 13 cases in 1992, 7 
cases in 1993, and 5 cases in 

1994. Foreign body ingestión had 
a peak of 1 3 cases in October, 1 2 
cases in July, 1 1 cases in February, 
June, and August, 10 cases in April 
and December, and 9 cases in 
January. A total of 14 cases were 
seen in 1989, 9 cases in 1990, 24 
cases in 1991, 1 2 cases in 1992, 
21 cases in 1993, and 27 cases in 
1994. 

Time between aspiration/inges- 
tion and diagnosis. In general, a 
diagnosis of foreign body aspiration 
or ingestión was made during the 
first 6 hours in 68 of 1 58 cases. 

Of these, 1 3 cases (8.22%) were 
due to foreign body aspiration and 
55 cases (34.8%) were due to 


ingestión. A foreign body was found 
after one month or more of initial 
presentation in 4 cases of aspiration 
and in 3 cases of ingestión. In a 
total of 39 cases no time span for 
diagnosis was available. Of these, 

7 cases were due to aspiration and 
32 cases to ingestión. 

Previous illness. The most 
common overall previous illness was 
bronchial asthma with 37 cases as 
the only illness and in 7 cases of 
patients with múltiple previous 
¡llnesses. No previous ¡llnesses were 
encountered in 104 of the 158 
patients. 

Signs and symptoms. The most 
common signs and symptoms were 
vomiting, coughing, and choking 
(44 cases), dysphagia (39 cases), 
respiratory distress and drooling 
(30 cases), cyanosis (14 cases), 
and fever (1 1 cases). No symptoms 
were encountered in 26 cases. 

Physical exam. There were no 
clinical findings in 1 14 cases 
(72.2%). The most common clinical 
findings, ¡neluding múltiple 
presentations, were wheezing in 23 
cases, decreaséd breath sounds in 
19 cases, rhronchus in 1 3 cases, 
increased expiratory phase and 
stridor in 5 cases, and hyper- 
resonance in 1 case. Múltiple 
clinical findings were encountered in 
16 cases overall (10.1%). In foreign 
body aspiration, the most common 
findings at physical exam of 51 
patients were decreased breath 
sounds and wheezing (19 cases), 
rhonchus (8 cases), increased 
expiratory phase (4 cases), and 
stridor and hyperresonance (1 case 
each). No clinical findings were 
present in 1 7 of the cases (33.3%). 
In the group of foreign body 
ingestión, only 14 of 107 patients 
had a positive clinical examination. 
The most common findings were 
rhronchus (5 cases), wheezing and 
stridor (4 cases), and increased 
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expiratory phase (1 case). There 
were 97 cases with a negative 
physical exam (90.7%). 

Radiographic Findings. 

In general, x-rays were positive ¡n 
146 cases (92.4%). When we 
segregated the cases ¡n groups, we 
found that x-rays were positive in 43 
out of 51 cases (84.3%) of 
aspiration and in 103 out of 107 
cases (96.3%) of ingestión. Some of 
the most common radiographic 
findings in aspiration were 
hyperlucent lung field in 22 cases, a 
radiopaque object in 1 ó cases, 
pneumonía in 9 cases, and 
mediastinal deviation in ó cases. 
There were 8 negative cases. In 
foreign body ingestión, we found on 
x-rays that a radiopaque object was 
present in 100 cases, contrast 
esophageal x-rays were positive in 2 
cases, atelectasis and pneumonía in 
1 case, and negative findings were 
encountered in 4 cases. 

Procedure and duration of 
foreign body removal. There were 
a total of 1 75 procedures 
performed in 158 patients during 
these ó year period. The most 
common procedures performed 
were direct laryngoscopy and rigid 
esophagoscopy with 70 cases 
(40%). Other common procedures 
were rigid esophagoscopy with 38 
cases (21.7%), direct laryngoscopy 
and rigid bronchoscopy with 31 
cases (I 7.7%), rigid bronchoscopy 
with 24 cases (I 3.7%), flexible 
bronchoscopy with 1 1 cases (6.2%), 
and one case had suction of the 
foreign body as treatment (0.5%). 

The overall mean foreign body 
removal time was 15.85 minutes, 
excluding 9 cases with no time 
specification. Mean time for removal 
of aspirated body was 27.48 
minutes and of ingestión was 9.27 
minutes. In 66 of 106 procedures 
(62.26%) of foreign body ingestión 
the duration was of 5 minutes or less 
and in 25 of 60 procedures 


(41.66%) of aspiration the duration 
was of 20 minutes or less. 

Lodgment site. A total of 151 
foreign bodies were recovered, 
including cases where múltiple 
objects were ínvolved. The most 
common site of foreign body 
lodgment was the esophagus at the 
level of the cricopharyngeal muscle 
area with 63 objects recovered 
(39.8%). Other common sites were 
foreign objects were recovered are 
the right main bronchus with 2 1, left 
main bronchus with 19, upper third 
of the esophagus with 1 7, and not 
specified esophageal location with 
1 3. No object was found after 
procedure was performed in 7 
patients. 

Foreign body. The most common 
foreign bodies identified were coins 
with 91 cases (57.6%). The most 
common objects in aspiration of 
foreign bodies were peanuts (1 3), 
sunflower seeds (9), needles (6), 
beans (2), corn seeds (2), stones (2), 
and metal screws (2). Ingestión was 
found to have many common 
objects, such as coin (91), quenepa 
seeds (3), jacks (1), and metal 
springs (1), among others. There 
were 1 8 cases of múltiple foreign 
body presentation, 9 aspirations 
and 9 ingestions. A total of 7 
foreign bodies were not found or 
recovered during procedures, 4 
cases in airway and 3 in the 
gastrointestinal tract. One of them 
was a rubber balloon spontaneously 
expelled by a patient with negative 
flexible bronchoscopies before and 
after the event. 

Complications. In 1 29 of the 

cases (81.6%), there was no report 
of complications. The most common 
complication was pneumonía with 7 
cases (4.4%) as the solé 
complication and in 1 2 of 1 5 cases 
of patients with múltiple 
complications. Other complications 
were sepsis (2 cases), 


broncliospaslil, bronchial edema, 
esophageal laceration, esophageal 
tear, and atelectasis (all 1 case). 
There were a total of 15 cases with 
múltiple complications. Some of the 
most frequent of these múltiple 
complications were pneumonía (1 2 
cases), mechanical ventilaron (8 
cases), pulmonary/bronchial edema 
(8 cases), and cardio-respiratory 
arrest (4 cases). No deaths were 
reported. 

Flospitalization time. The overall 
mean hospital stay was 3.04 days. 
Of these, 83 patients (52.5%) had a 
hospital stay of 1 day. Foreign body 
aspiration had a mean hospital stay 
of 6.20 days. Of the 51 cases of 
aspiration, 17 patients were in the 
hospital for 3 days and one patient 
had a hospital stay of 38 days, 
which was the longest stay reported. 
Of the 107 patients of ingestión, the 
mean hospital stay was 1.54 days, 
with 8 1 patients that stayed for one 
day and the longest stay in this 
group was one patient with 10 days. 

Discussion: 

The natural curiosity and 
experimental nature of children 
assures that aspiration and ingestión 
of foreign bodies will require 
frequent treatment in the emergency 
rooms of Puerto Rico. Our data 
shows that 72.1 5% of the total 
cases were patients of 3 years oíd 
or less (aspiration 74.5% and 
ingestión 71.02%). This is similar to 
other studies were the reported 
incidence of aspiration in children 
under 3 years of age was 67.5 % 4 . 
Only 1 1.3% of the total cases were 
found to be less than 1 2 months oíd. 
Fven more impressive is that there 
were only 3 reported cases less than 
6 months of age. This may be 
improbable due to the unskillful hand 
and inability of these children under 
6 months of age to hold objects 
orally, but the dentition process and 
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the oral curiosity may drive them to 
place objects ¡n their mouth. As the 
maturity starts to come ¡nto play, the 
¡ncidence of children over 1 2 years 
of age declines to ó cases in ó 
years. The sex ratio is almost 
1.39:1 overall in favor to male 
patients, but there is a male predo- 
minance in ingestión and female in 
aspiration of foreign bodies. 

There are two distinct peaks of 
cases during the year, from 
December tojanuary and from June 
to August. It is interesting to notice 
that these are precisely the months 
that children have school vacations. 
This might explain the ¡ncidence of 
foreign body aspiration / ingestión 
in children older than 4 years oíd, 
but children that had the peak 
¡ncidence are younger than 3 years 
of age; so the school factor does not 
come into play directly on them 
because they do not attend to school 
yet. For this reason other factors 
have to be considered. We have to 
explore the possibility that these 
children may be in contact with 
other older children, as older 
brothers, cousins, or friends that are 
free of school duty during these 
dates and are unintentionally 
exposing these younger patients to 
foreign objects. Other factor that has 
to be investigated is that these 
months, summer and the holidays, 
are usually the ones that adults take 
for vacations too. We have to 
consider the fact that maybe the 
adults might be also a key factor in 
the exposure of small children to 
foreign objects. 

Most of the children will have no 
history of previous medical illness to 
worry about when they arrive to the 
emergency room, but in this study as 
much as 44 out of 158 cases 
(27.8%) suffered of bronchial 
asthma and many require treatment, 
specially if aspiration is suspected. 

It is always preferred to make the 


diagnosis of a foreign body as soon 
as possible to benefit the patient and 
to avoid complications, but not very 
often the event was witness by an 
adult. A proper diagnostic time 
would be the shortest after initiation 
of symptoms, but sometimes 
diagnosis could be difficult and 
delayed. A delayed diagnosis is 
defined as a diagnosis made after 7 
days of the event. Almost half of the 
cases (48.1 %) were diagnosed 
within the first 15 hours of initiation 
of symptoms and only 1 ó cases 
were diagnosed after 7 days. The 
longest time to diagnose an object 
in this study was 4 months. Out of 
the 158 patients, 68 had a 
diagnosis of foreign body aspiration 
or ingestión during the first ó hours 
of the event. We can improve this 
a rea in two ways: first, having a 
high level of suspicion with every 
child that comes in an emergency 
room with evidence of vomiting, 
fever, choking, dysphagia, 
coughing, respiratory distress, 
drooling, cyanosis, pneumonía, or 
coid symptoms, a physical exam 
presentíng wheezing, decreased 
breath sounds, rhonchus, stridor, 
increased expiratory phase, or 
hyperresonance, and a highly 
suspicious x-ray film. Second, having 
an approximate hour or date of the 
aspiration or ingestión in order to 
reach a prognosis based on time of 
accident, clinical presentation, 
laboratory results, and radiographic 
findings. 

Radiographic findings are varia¬ 
ble depending on the location of the 
foreign body. Aspiration of a foreign 
body may produce many x-ray 
findings, but two presentations are 
more common: an expiratory check 
or one-way valve, or an inspiratory 
check or stop valve. Hyperaeration 
of a lung field or one-way valve is 
the most common presentation of the 
two and in our study it was the most 
common radiographic finding with a 
total of 22 out of 51 cases (43.1%). 


Other authors have described a 
hyperlucent lung with an ¡ncidence 
from 3 7 . 5 % up to 50% of cases 4 . 

The mechamsm of one way valve is 
caused by air that is able to enter 
the bronchus distal to the foreign 
body during inspiration, but may not 
escape from the lung on expiration. 
This kind of valve obstruction 
produces emphysema distal to the 
foreign body. Radiographically, a 
nondeflating lung field during 
expiratory films cali demónstrate it, 
but this kind of x-ray is extremely 
difficult to perform, in a pediatric 
patient because most of the times 
they are uncooperative. Another 
technique to demónstrate easily this 
finding is by using fluoroscopy of the 
chest to asses the Hyperaeration of 
a lung field during expiration and 
with the use of lateral decubitus 
chest films of botfrsides. 

The inspiratory check or stop valve 
completely occludes the bronchus for 
inspiration and expiration. 

This occlusion causes atelectasis of 
the lung distal to the foreign body 
because of absorption of the 
remaining air trapped in the lung. 
This type of complication is common 
with aspiration of hygroscopic 
objects as beans and peas. As these 
objects are aspirated, they tend to 
absorb water and obstruct the 
bronchus completely. In our study, 
only 3 cases of atelectasis were 
found. Other important radiological 
findings of aspiration were radio- 
paque objects in 16 cases, pneumo¬ 
nía in 9 cases, and niediastinal/ 
trachea deviation in ó cases. 

Radiopaque foreign objects in the 
upper gastrointestinal tract cali be 
identified with anterior and lateral 
views of the neck and chest area. 
We found that in 100 of 107 cases 
of foreign body ingestión a 
radiopaque object was present, the 
majority being coins. Evidence of a 
nonopaque object in the esophagus 
may be suspected by increase 
distance between the cervical 
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vertebrae and the larynx and 
trachea or presence of air ¡n the 
cervical esophagus. Also a contrast 
study of the esophagus with a 
barium sulfate suspensión or a water- 
soluble radiopaque solution may 
demónstrate the presence of a 
foreign body. In our study, only 2 
cases were positive using contrast 
studies of the esophagus. 

For the 158 patients, a total of 
175 procedures were performed 
during the ó year period. Of these, 
65 procedures were performed in 
the aspiration group, divided in 29 
direct laryngoscopies and rigid 
bronchoscopies, 24 rigid broncho- 
scopies, 1 1 flexible bronchoscopies, 

1 direct laryngoscopy and rigid 
esophagoscopy. There were 1 10 
procedures performed in the 
ingestión group, divided in 69 direct 
laryngoscopies and rigid esophago- 
scopies, 38 rigid esophagoscopies, 

2 rigid bronchoscopies, and 1 
esophageal section. 

The mean procedure time is very 
important in this study. Not only are 
we exposing these children to 
anesthetic agents, but also we are 
introducing them to the unknown 
environment of the operating room 
and are imperative to make this 
experience as friendly and as short 
as possible. It is imperative that one 
of the parents must be present at all 
times during the emergency room 
stay, the preoperating room period, 
and recovery room, whenever 
possible and not endangering the 
well-being of the patient or other 
patients, specially in the pre¬ 
operating room and recovery room. 
This study shows that mean 
procedure time overall was of 
15.85 minutes. The foreign body 
aspiration mean procedure time was 
27.48 minutes, excluding 5 flexible 
bronchoscopies that had no 
procedure time reported. As a 
general rule, the airway endoscopic 
procedure time should be limited to 


30 minutes, because thereafter, the 
chance of endobronchial and 
subglottic edema requiring a 
tracheotomy greatly ¡ncreases 5 . 
Sometimes the endoscopic 
manipulation can pass the 30 
minutes time limit to up to 50 to 60 
minutes and without the risk of 
complications or adverse sequelae 5 . 
The foreign body ingestión mean 
procedure time was of 9.27 
minutes, excluding 4 procedures 
with no procedure time report, 
divided in 1 esophageal aspiration 
performed at the emergency room. 

The frequency of lodgment site 
depends on whether the foreign 
body was aspirated or ingested. 

In aspiration, the most common 
anatomic location of foreign bodies 
is the right main bronchus or right 
lower lobe, because the right main 
bronchus is larger and makes a less 
of an angle with the frachea than 
the left bronchus 6 A In this study, a 
total of 47 foreign bodies were 
recovered and 4 were not 
recovered in the group of aspiration. 
The most common location in this 
study was the right main bronchus 
with 21 cases and the left main 
bronchus with 19 cases. This is in 
accordance to what has been found 
to be the most frequent location of 
aspirated objects, but the left main 
bronchus frequency is very cióse by. 
On the other hand, the most 
common typical location 
of'esophageal foreign body is 
immediately below the 
cricopharyngeal muscle (95% of the 
cases) 6 . The other locations are the 
indentation caused by the aortic 
arch and the left main bronchus, and 
the area of the lower esophageal 
sphincter at the gastroesophageal 
¡unction. Objects that are smaller 
than 20 mm will usually be able to 
pass the normal adult esophagus 
and a larger object, as coins, button 
batteries, and meat boluses, will 
most likely impact themselves 8 . 

A total of 104 foreign bodies were 


recovered and 3 were not 
recovered from the gastrointestinal 
tract of patients in this study, 2 
objects were visualized during 
procedure at the esophagus, but 
extraction was not successful and 
went into the gastrointestinal tract, 
and in 1 case the object was 
identified in x-ray films at the 
esophagus, but it was never found 
during procedure. 

In our study, the most common 
foreign object in aspiration was 
peanuts and in ingestión was coins. 
Similar studies have encountered that 
peanut are the most common foreign 
bodies aspirated and coins are the 
most common ingested 9 l0 . 

The main complications have 
been linked to a delay in diagnosis 
time. For example, pneumonía was 
encountered in 19 cases overall 
either as solé complication or as pail 
of múltiple complications. There 
were a total of 1 7 cases of 
pneumonía in the aspiration group, 
of which 1 4 had a diagnosis time 
and 3 had no known diagnosis 
time. Of the 14 cases with known 
diagnosis time that suffered 
pneumonía, 3 cases were 
diagnosed between 2 to 7 hours of 
the aspiration event (defined as the 
rapid diagnosis time), 3 cases were 
diagnosed after 1 2 to 15 hours, ó 
cases were diagnosed after 1 to 14 
days of the accidental aspiration, 
and 2 cases were diagnosed after 
approximately 1 month. The 
remaining 2 cases of pneumonía 
belong to the ingestión group and 
this happened when diagnosis was 
delayed in one case for 5 days and 
in the other for 2 months. 

Pneumonía was also found to be the 
most common complication in other 
studies 4 . If it is true that a rapid 
diagnosis time will not protect the 
child from possible complications, 
this is one of the best weapons we 
have to prevent more serious 
complications along the way as 
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demonstrated by the ¡ncreased 
incidence of complications after 7 
hours of the event. 

In this study, the overall mean 
hospital stay was of 3.04 days. 
Foreign body aspiration had amean 
hospital stay of 6.20 days. This was 
caused mainly due to an 
observational period or 48 hours for 
every patient that undergoes a rigid 
bronchoscopic procedure and 
alsodue to the high number of 
medical complications in this group 
of patients. The majority of patients 
stayed form 2 days (2 f .6%) to 3 
days (33.3%), for a total of 28 out 
of 51 patients (54.9%). Foreign 
body inigestion had a mean hospital 
stay of 1.54 days. Out of 107 
patients, 8 1 were discharged home 
the very same day of admission after 
proper and fuII recovery from 
anesthesia and uucomplicated 
procedure. The majority of patients 
were discharged after 1 day 
(75.7%) to 2 days (17.8%), for a 
total of 100 out of 107 patients 
(93.5%). 

In summary, foreign body 
aspiration and ingestión are a fairly 
common event that can be 
prevented. It is important to prevent 
cases by instructing parents, but if 
the event can't be prevented, we, 
the physicians, must maintain a high 
degree of suspicion to be able to 
diagnose the majority of cases and 
prevent serious complications. 
Procedures must be planed in 
advanced for every patient in order 
to shorten procedure time and to 
perform them in a highly effective 
manner. Complications can be 
suspected and treated in advanced 
for the benefit of the patient and to 
reduce hospital stay. It is our best 


desi re to prevent these cases from 
happening and to save the live 
future generations. 
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You don't have to put up with the frustraron of dealing with nasal allergy symptoms any 
longer. Just ask your doctor.... All it takes is multi-symptom FLONASE Nasal Spray once 
a day to help relieve all nasal allergy symptoms, all day and all night. 

Even kids as young as 4 can use FLONASE. So the whole family can get 
relief from the sneezing, the itchy, runny nose and the nasal congestión. 

No wonder FLONASE is the number one prescribed nasal allergy 

spray * Multi-symptom 


Unlike some anthistamines or descongestants, prescription FLONASE 
won't make you drowsy or keep you awake. Plus, FLONASE is non- 
habit-forming, so you avoid the 'Vebound congestión" of many over- 
the-counter sprays. 

For best results, FLONASE must be used daily. Máximum relief may 
take several days. If side effects occur, they're generally mild and may 
inelude headacne, nosebleed or sore throat. 


FLONASE 

(fluticasone propionate) 

NASAL SPRAY, 50 meg 


Ask your doctor if multi-symptom FLONASE is right for you. 

When you get it all...all it takes is 
FLONASE. 




GlaxoSmithKIine 


For information and a $5.00 rebate coupon, cali 1-800-FLONASE (1-800-356-6273) or visit www.flonase.com 
*Source™ Precription Audit (SPA). U.S. Total Prescriptions, 15 months ending 5/31/99. Scott-Levin. Please see important 
information on the following page. 




FLONASE 

(propionato de fluticasona) 
Spray nasal, 50 mcg 


Para uso intranasal solamente. 


RESUMEN BREVE 


AGÍTESE SUAVEMENTE 
ANTES DE USARSE. 


A continuación un breve resumen solamente. Véase la 
información completa sobre prescripción para información 
detallada del producto. 

INDICACIONES Y USO: El spray nasal FLONASE está indicado 
para el manejo de síntomas nasales de rinitis alérgica y no 
alérgica de temporada o permanente en adultos y pacientes 
pediátricos de 4 años o más. 

No se ha establecido adecuadamente la seguridad y eficacia 
del spray nasal FLONASE en niños menores de 4 años. 

CONTRAINDICACIONES: El spray nasal FLONASE está 
contraindicado en pacientes hipersensibles a cualquiera de 
sus ingredientes. 

ADVERTENCIA: Remplazar un corticosteroide sistémico con un 
corticosteroide tópico puede ir acompañado de signos de 
insuficiencia suprarrenal y, además, algunos pacientes podrían 
experimentar síntomas de abstinencia, p.ej. dolor en las 
articulaciones y/o los músculos, abatimiento y depresión. Debe 
mantenerse bajo observación cuidadosa a los pacientes tratados 
anteriormente con corticosteroides sistémicos por periodos 
prolongados y cuyo tratamiento se cambió a corticosteroides 
tópicos, para signos de insuficiencia suprarrenal aguda en 
respuesta al estrés. El reducir muy rápidamente los 
corticosteroides sistémicos a pacientes que padecen de asma u 
otras condiciones clínicas que requieren un tratamiento a largo 
plazo con corticosteroides, puede ocasionar una exacerbación 
severa de los síntomas. 

El uso concomitante de corticosteroides intranasales con otros 
corticosteroides inhalados podría aumentar el riesgo de signos o 
síntomas de hipercorticismo y/o supresión del eje hipotalámico- 
hipofisario-suprarrenal. 

Los pacientes que reciben tratamiento con fármacos 
inmunosupresores son más susceptibles a infecciones que las 
personas saludables. Por ejemplo, las varicelas y el sarampión 
pueden tener una evolución más seria y hasta fatal en pacientes 
con dosis ¡nmunosupresoras de corticosteroides. Los pacientes 
que no han tenido estas enfermedades, deben ejercer especial 
cuidado en evitar la exposición. Se desconoce cómo afecta la 
dosis, la vía y la duración de la administración de corticosteroides 
el riesgo de desarrollar una infección diseminada. También se 
desconoce cómo pueden contribuir a este riesgo una enfermedad 
subyacente y/o un tratamiento previo con corticosteroides. Si ha 
estado expuesto a varicelas, podría estar indicada la profilaxis con 
la inmunoglobulina de la varicela zoster (VZIG, por sus siglas en 
inglés). Si ha estado expuesto al sarampión, podría estar indicada 
la profilaxis con la inmunoglobulina intramuscular (IG, por sus 
siglas en inglés) almacenada [pooled]. (Véanse las respectivas 
hojas de información completa sobre prescripción de la VZIG y la 
IG). Si se desarrollan varicelas, se puede considerar el tratamiento 
con agentes antivirales. 

PRECAUCIONES 

Generales: En raras ocasiones pueden ocurrir reacciones 
inmediatas de hipersensibilidad o de dermatitis de contacto 
después de la administración intranasal del spray nasal 
FLONASE. Se han informado casos raros de sibilancias, 
perforación del tabique nasal, cataratas, glaucoma y aumento en 
la presión intraocular después de una aplicación intranasal de 
corticosteroides, incluyendo el propionato de fluticasona. 

El uso excesivo de dosis de corticosteroides puede conducir a 
signos o síntomas de hipercorticismo, supresión de la función del 
eje hipotalámico-hipofisario-suprarrenal y/o supresión del 
crecimiento en niños y adolescentes. Los médicos deben observar 
cuidadosamente el crecimiento de los adolescentes que toman 
corticosteroides, por cualquier vía y si el crecimiento del 
adolescente parece lento, debe sopesar los beneficios de la 
terapia con corticosteroides contra la posibilidad de supresión en 
el crecimiento. 

Aunque los efectos sistémicos con dosis recomendadas del 
spray nasal FLONASE han sido mínimos, el riesgo potencial 
aumenta con dosis mayores. Por lo tanto, se deben evitar las dosis 
más altas de lo recomendado del spray nasal FLONASE. 

Cuando se utiliza en dosis mayores que las recomendadas, o 
en casos raros con la dosis recomendada, pueden surgir efectos 
sistémicos de los corticosteroides tales como hipercorticismo y 
supresión suprarrenal. Si ocurren dichos cambios, es necesario 
descontinuar la dosis del spray nasal FLONASE lentamente en 
consonancia con los procedimientos aceptados para descontinuar 
la terapia de corticosteroides orales. 

En estudios clínicos con propionato de fluticasona 


administrados intranasalmente, el desarrollo de infecciones 
localizadas de la nariz y la faringe con Candida albicans ha 
ocurrido sólo en raras ocasiones. Cuando se desarrolla este tipo de 
infección, puede que se requiera tratamiento con la terapia local 
apropiada y la descontinuación del tratamiento con el spray nasal 
FLONASE. Los pacientes que han estado usando el spray nasal 
FLONASE por varios meses o más, deben someterse a exámenes 
periódicos para evidencia de infección con Candida u otras señales 
de efectos adversos en la mucosa nasal. 

Los pacientes con infecciones tuberculosas activas o inactivas; 
infecciones no tratadas localizadas o sistémicas con hongos o 
bacterias o virus sistémicos; o infecciones parasíticas; o herpes 
simple ocular deben ejercer cautela con el uso del spray nasal 
FLONASE o no usarlo. 

Debido al efecto inhibidor de los corticosteroides en la sanación 
de heridas, los pacientes que han tenido úlceras recientes del 
tabique nasal, cirugía nasal o trauma nasal, no deben usar un 
corticosteroide nasal hasta que la herida haya sanado. 

Información para los pacientes: Los pacientes bajo tratamiento 
con el spray nasal FLONASE deben recibir la siguiente 
información e instrucciones. El propósito de esta información es 
ayudar a los pacientes con el uso seguro y efectivo de este 
medicamento. Esto no constituye una divulgación de todos los 
efectos adversos o esperados posibles. 

Se debe advertir a los pacientes que eviten la exposición a las 
varicelas o el sarampión y, que de ocurrir una exposición, consulten 
con su médico de inmediato. 

Los pacientes deben usar el spray nasal FLONASE a intervalos 
regulares como se indica ya que la efectividad depende del uso 
regular. Puede ocurrir una disminución de los síntomas nasales tan 
pronto como 12 horas después de comenzar la terapia con 
FLONASE. Los resultados de varias pruebas clínicas indican 
mejorías estadísticamente significativas después de uno o dos días 
de tratamiento; sin embargo, puede que no se logre todo el 
beneficio del spray nasal FLONASE hasta que el tratamiento se 
haya administrado por varios días. El paciente no debe aumentar la 
dosis recetada, pero debe comunicarse con el médico si los 
síntomas no mejoran o si empeora la condición. Para el uso 
correcto del spray nasal y para lograr una mejoría máxima, el 
paciente tiene que leer y seguir cuidadosamente las instrucciones 
que acompañan el producto. 

Interacciones de fármacos: En un estudio cruzado controlado 
con placebo realizado con ocho pacientes voluntarios saludables, 
la coadministración de una sola dosis de propionato de fluticasona 
para inhalación oral (1000 mcg, 5 veces la dosis intranasal máxima 
diaria) con dosis múltiples de cetoconazol (200 mg) a estado 
estable, resultó en un aumento en las concentraciones medias del 
pro-pionato de fluticasona, una reducción en la línea bajo la curva 
del cortisol plasmático y en ningún efecto en la excreción urinaria 
de cortisol. Esta interacción puede deberse a una inhibición del 
sistema de isoenzimas del citocromo P450 3A4 por el cetoconazol, 
que también es la ruta de metabolismo del propionato de 
fluticasona. No se han realizado estudios de interacción de 
fármacos con el spray nasal FLONASE, sin embargo, se debe 
ejercer cautela cuando se coadministra el propionato de fluticasona 
con un cetoconazol a largo plazo o cualquier otro inhibidor del 
citocromo P450 3A4. 

Carcinogénesis, mutagénesis, deterioro de la fertilidad: El 

propionato de fluticasona no demostró potencial tumorígeno en 
ratones en dosis orales de hasta 1000 mcg/kg (aproximadamente 
20 veces la dosis intranasal máxima recomendada diaria en 
adultos y aproximadamente 10 veces la dosis intranasal máxima 
recomendada diaria en niños a base de mcg/m2) por 78 semanas 
o en ratas en dosis inhaladas de hasta 57 mcg/kg 
(aproximadamente 2 veces la dosis intranasal máxima 
recomendada diaria en adultos y equivalente aproximadamente a 
la dosis intranasal máxima recomendada diaria en niños a base de 
mcg/m2) por 104 semanas. 

El propionato de fluticasona no indujo mutación genética en 
células proca-rióticas o eucarióticas in vitro. No se detectó efecto 
clastógeno significativo en cultivo de linfocitos periféricos humanos 
in vitro o en pruebas de micronúcleos de ratones cuando se 
administraron a dosis altas por vía oral o subcutánea. Además, el 
compuesto no retrasó la división eritro-blástica en la médula ósea. 

No se observó evidencia de deterioro de la fertilidad en estudios 
de reproducción realizados en ratas machos y hembras con dosis 
subcutáneas de hasta 50 mcg/kg (aproximadamente 2 veces la 
dosis intranasal máxima recomendada diaria en adultos a base de 
mcg/m2). El peso de la próstata se redujo significativamente con 
dosis subcutáneas de 50 mcg/kg. 

Embarazo: Efectos teratógenos: Embarazo categoría C: Los 
estudios subcutáneos con ratones y ratas con 45 y 100 mcg/kg, 
respectivamente (aproximadamente equivalente a, y 4 veces la 
dosis intranasal máxima recomendada diaria en adultos a base de 
mcg/m2, respectivamente) revelaron características de toxicidad 
fetal de compuestos corticosteroides potentes, incluyendo retraso 
en el crecimiento embrionario, onfalocele, fisura del paladar y 





osificación cranial retrasada. 

En el conejo, se observó reducción en el peso fetal y fisura del 
paladar después de dosis subcutáneas de 4 mcg/kg (menos que 
la dosis intranasal máxima recomendada diaria en adultos a base 
de mcg/m2). 

Sin embargo, no se informaron efectos teratógenos con dosis 
por vía oral de hasta 300 mcg/kg (aproximadamente 25 veces la 
dosis intranasal máxima recomendada diaria en adultos a base de 
mcg/m2) de propionato de fluticasona al conejo. En este estudio 
no se detectó propionato de fluticasona en el plasma, consecuente 
con la baja biodisponibilidad establecida luego de la administración 
por vía oral. (Véase la sección FARMACOLOGIA CLINICA que 
aparece en la información completa sobre prescripción). 

El propionato de fluticasona cruzó la placenta después de la 
administración por vía oral del 00 mcg/kg a ratas, ó 300 mcg/kg a 
conejos (aproximadamente 4 y 25 veces, respectivamente, la 
dosis intranasal máxima recomendada diaria a base de mcg/m2). 

No hay estudios adecuados y bien controlados en mujeres 
embarazadas. Se debe usar el propionato de fluticasona durante 
el embarazo sólo si los beneficios potenciales justifican el riesgo 
potencial al feto. 

La experiencia con corticosteroides orales desde su 
introducción en dosis farmacológicas, en oposición a fisiológicas, 
sugiere que los roedores son más propensos a efectos 
teratógenos de los corticosteroides que los humanos. Además, 
debido a que hay un aumento natural en la producción de 
corticosteroides durante el embarazo, la mayoría de las mujeres 
requieren una dosis menor de corticosteroides exógenos y puede 
que muchas no necesiten tratamiento con corticoteroides durante 
el embarazo. 

Madres lactantes: No se sabe si el propionato de fluticasona se 
excreta en la leche humana. Cuando se administró propionato de 
fluticasona titulado a ratas por vía subcutánea en dosis de 10 
mcg/kg, (menos que la dosis intranasal máxima recomendada 
diaria en adultos a base de mcg/m2), se excretó radioactividad en 
la leche. Debido a que otros corticosteroides se excretan en la 
leche humana, hay que ejercer cautela cuando se administra el 
spray nasal FLONASE a mujeres lactantes. 

Uso pediátrico: En pruebas clínicas en los E.U. se estudiaron 
quinientos (500) pacientes entre las edades de 4 a 11 años y 440 
pacientes de 12 a 17 años con el spray nasal de propionato de 
fluticasona. No se ha establecido la seguridad y efectividad del 
spray nasal FLONASE en niños menores de 4 años. 

Se ha demostrado que con el uso extendido los 
corticosteroides orales y, a un grado menos claro los 
corticosteroides inhalados o intranasales, tienen el potencial de 
causar una reducción en la velocidad de crecimiento de niños y 
adolescentes. Si un niño o adolescente en un tratamiento con 
corticosteroides parece mostrar supresión en el crecimiento, se 
debe considerar la posibilidad de que sean particularmente 
sensibles a este efecto de los corticosteroides (Véase 
PRECAUCIONES). 

Uso geriátrico: Se ha tratado un número limitado de pacientes de 
más de 60 años (n=275) con el spray nasal FLONASE en estudios 
clínicos en y fuera de los EU. Aunque el número de pacientes es 
muy pequeño para permitir análisis separados de eficacia y 
seguridad, las reacciones adversas informadas en esta población 
fueron similares a las informadas por pacientes más jóvenes. 
REACCIONES ADVERSAS: En estudios controlados en los E.U. 
más de 3300 pacientes con rinitis alérgica de temporada, alérgica 
permanente o no alérgica permanente recibieron tratamiento 
intranasal con propionato de fluticasona. En general, las 
reacciones adversas en los estudios clínicos han estado 
relacionadas principalmente con irritación de las membranas 
mucosas nasales y las reacciones adversas informadas por 
pacientes tratados con el vehículo en sí mostraron 
aproximadamente la misma frecuencia. Las quejas por lo general 
no interfirieron con el tratamiento. Menos del 2% de los pacientes 
en las pruebas clínicas descontinuaron el uso a causa de los 
eventos adversos: esta tasa fue similar para comparadores de 
vehículo placebo y el ingrediente activo. 

No se informaron efectos secundarios de los corticosteroides 
sistémicos durante los estudios clínicos controlados de hasta 6 
meses de duración con el spray nasal FLONASE. Sin embargo, si 
se exceden las dosis recomendadas o si las personas son 
particularmente sensibles o si se usa el spray nasal FLONASE en 
conjunto con la administración de otros corticosteroides, pueden 
ocurrir síntomas de hipercorticismo, p. ej., síndrome de Cushing. 

La siguiente incidencia de reacciones adversas comunes (>3%, 
donde la incidencia en sujetos tratados con propionato de 
fluticasona excedió la del placebo) se basa en siete pruebas 
clínicas controladas en que 536 pacientes (57 niñas y 108 niños 
entre las edades de 4 a 11 años, 137 mujeres y 234 varones 
adolescentes y adultos) recibieron tratamiento con 200 mcg del 
spray nasal FLONASE una vez al día por más de 2 a 4 semanas y 
dos pruebas clínicas controladas en que 246 pacientes (119 
mujeres y 127 varones adolescentes y adultos) recibieron 


tratamiento con 200 mcg del spray nasal FLONASE una vez al día 
por 6 meses. En la tabla también se incluyen los eventos adversos 
de dos estudios en que se trataron 167 niños (45 niñas y 122 niños 
entre las edades de 4 a 11 años) con 100 mcg del spray nasal 
FLONASE una vez al día por 2 a 4 semanas. 

Experiencias adversas generales con incidencia >3% con 
propionato de fluticasona en estudios clínicos controlados 
realizados con el spray nasal FLONASE en pacientes de >4 
años con rinitis alérgica de temporada o permanente 



Vehículo 

placebo 

(n=758) 

% 

FLONASE® 
100 mg 
una vez/día 
(n=167) 

% 

FLONASE® 
200 mg 
una vez/día 
(n=782) 

% 

Dolor de cabeza 

14.6 

6.6 

16.1 

Faringitis 

7.2 

6.0 

7.8 

Epistaxis 

5.4 

6.0 

6.9 

Ardor nasal/ 
irritación nasal 

2.6 

2.4 

3.2 

Náuseas/vómitos 

2.0 

4.8 

2.6 

Síntomas de asma 

2.9 

7.2 

3.3 

Tos 

2.8 

3.6 

3.8 


Otros eventos adversos que ocurrieron en <3% pero >1 % de los 
pacientes y que fueron más comunes con el propionato de 
fluticasona (de relación incierta con el tratamiento) incluyeron: 
sangramiento nasal, agua por la nariz, dolor abdominal, diarrea, 
fiebre, síntomas parecidos a los de la influenza, molestias y 
dolores, mareos, bronquitis. 

Observadas durante la práctica clínica: Además de los eventos 
adversos informados en las pruebas clínicas, se han identifi-cado 
los siguientes eventos durante la postaprobación del uso del 
propionato de fluticasona en la práctica clínica. Como se informan 
voluntariamente de una población de tamaño desconocido, no se 
pueden hacer estimados de frecuencia. Se han escogido estos 
eventos para inclusión debido a la seriedad, frecuencia con que se 
informan, conexión causal con el propionato de fluticasona, 
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Infant Hearing Loss: 

The Necessity for Early Identification 


Charles L. Harney, A AA 


Abstract: 

has been controversy in the 
health professions about the necessity 
for newborn infant hearing screen- 
ing. It is well accepted that patient 
history or a birth that places the 
infant in the high-risk registry (HHR) 
can identify 50% of all i'nfants born 
with permanent bilateral hearing 
loss. Two major factors which have 
been cited as reasons for not 
screening the well-baby nursery have 
been poor cost effectiveness and the 
lack of documentation as to the 
benefits derived from early 
identification and intervention. 

Recent technological developments 
and published data are presented 
which indícate that economical well- 
baby hearing screening can be 
done in any setting, and that the 
language acquisition of the infant is 
permanently affected if the 
intervention is not done in the first six 
months after birth.J 

Key words: Infant hearing, 
screening, early intervention. 


outlining the problems' associated 
with infant hearing loss and the 
consequences of late identification 
and intervention. In a key article 
published in the Journal of Pediatrics 
(3) Bess & Paradise questioned the 
viability of universal newborn 
hearing screening (UNHS). Their 
critique has been widely quoted as 
a reason for not initiating a hearing- 
screening program in the well-baby 
nursery. 

There were three major concerns 
of the two authors. The viability of 
screening every infant to be born in 
the United States and the cost 
effectiveness of the program were 
questioned. In particular, there was 
a lack of documentation that 
identification and intervention for the 
hearing-impaired child at or before 
six months of age would result in 
any significant benefit over 
identification at a later date. 


The process of identification 
and intervention 



J n 1994 The Joint Committee on 
dnfant Hearing (1) issued a position 
statement that recommended that al 
infants with hearing loss be 
identified by three months of age 
and receive intervention by six 
months of age. This was done in 
support of the National Institute of 
Health Consensus Statement (2) 


Ten out of every 100 births fall 
into the HHR. The number of 
hearing-impaired infants in this 
category makes up 50% of all 
newborns that have permanent 
bilateral hearing loss (4). The 
prevalence of permanent hearing 
loss in the newborn population is 
3:1000 (5). For that reason it has 
long been accepted that these 


infants must receive a hearing 
screening with either otoacoustic 
emissions (OAE) or auditor/ evoked 
potentials (AER) before discharge. 
OAEs are sounds produced by the 
outer hair cells of the cochlea, and 
registered in the ear canal of the 
infant, in response to low level 
acoustic stimuli. They can only be 
obtained if the middle ear and 
cochlea have hearing within normal 
limits. 

When an infant fails these tests he 
is referred to an audiologist who 
administers a series of evaluations 
th'at assess the middle ear, cochlea 
and the central auditory pathways. 
When permanent hearing loss is 
identified the audiologist fits the 
infant with hearing aids and refers 
the parents to a speechlanguage 
pathologist who begins the long 
process of speech therapy. Since a 
significant number of hearing- 
impaired infants have additional 
disabilities other specialists such as 
otolaryngologists, developmental 
pediatricians and pediatric 
neuroloqists may also attend to the 
child. 

The cost of identifying infants with 
prelingual hearing loss may be 
substantial. Hearing screening in 
the well baby nursery averages 
$25.00/ infant (reference) and in 
the HHR may be as much as 
$100.00. A full audiological work- 
up will costs $300.00 with 
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additional expenses when other 
specialists are called in for 
consultation. However, these initial 
costs are nothing compared to the 
costs of educating a hearing- 
¡mpaired child. There ¡s an 
additional loss in revenues because 
few hearing-impaired children can 
hope to function academically at the 
same level as their age group. 

In fact, the average deaf childs' 
academic achievement does not go 
past the fourth grade level (ó). The 
cost to society has been estimated to 
be as much as $ 1,000,000.00 per 
each hearing-impaired child (ó). It is 
for this reason that successful 
implementation of the initial program 
of identification is critical to reduce 
the long-term costs to society. 

What determines a successful 
newborn hearing screening program 
is the sensitivity and specificity of the 
tests used to detect hearing loss, a 
low (<4%) false positive rate, the 
follow-up of all infants that fail the 
initial screening, and timel 
intervention for those infants when 
hearing los confirmed. 

Language ability and early 
Identification 

In 1998, Yoshinaga-ltano and her 
associates (7) published a landmark 
study that demonstrated the positive 
effects of early intervention for a 
group of 1 50 hearing-impaired 
children ranging in age from 1 3 
months to 36 months. The children 
were divided into two groups, those 
that had been identified as hearing- 
impaired and intervention begun 
before six months of age (Group 1), 
and those where intervention 
occurred after six months of age 
(Group 2). Both groups had children 
drawn from the HHR and the well- 
baby nursery. The groups where 
matched for hearing loss, economic 
status, múltiple disabilities and further 
divided into normal and low 


cognition groups for additional 
analysis. Language comprehension 
and expression was scored utilizing 
two scales of the Minnesota Child 
Development Inventory (MCDI) test. 

The results of this study were 
significant in several ways: 

1. The infants in Group 1 with 
normal cognition scored normal 
for their chronological age in 
language comprehension and 
expression. 

2. All infants in Group II scored 
well below normal in the tests of 
language expression and 
comprehension. 

3. Infants in Group 1 with low 
cognition scores were at the 
same language level as those 
infants with normal cognition in 
Group 2. 

4. Group 2 was further divided into 
four more groups with 
identification of hearing loss at 
7-1 2 months,' 13-18 months, 19- 
24 months and 25-30 months. 
When tested at 36 months no 
significant difference in 
language ability was found 
among the five sub-groups. 

The results demonstrated that early 
identification is not justified unless 
early intervention is also present. 


The current status of UNHS 

In the last five years only two 
small states have developed 
successful UNHS programs. Hawaii 
and Rhode Island currently screen 
98% or more of all infants born in 
those states and have a median age 
of intervention of 5-6 months (8). 
Virginia, Colorado, Texas, Arizona 
and others have ¡mplemented 
individual hospital programs (9). 
However, although highly successful 
in the identification of hearing loss in 


the newborn population these 
hospital-based programs have failed 
to adequately document the follow- 
up of those infants who failed the 
initial screening (1 0). 

In Puerto Rico, screening for 
infants who fall into the HHR is 
being done at several hospitals. 

But, at the pediatric hospital in Rio 
Piedras, only one audiologist is 
available to administer the full 
battery of tests. That individual 
estimates that the time of intervention 
exceeds eight months in the majority 
of infants who have been confirmed 
with permanent bilateral sensory 
hearing loss (11). This means that 
the money expended in the 
identification of these infants has 
been wasted. 


The use of new technology 

In 1998 Otodynamics Inc. 
introduced a small hand-held OAE 
screening unit that can be carried in 
a large pocket (1 2). This was 
quickly followed by other 
manufacturers with similar units. 

These units can screen newborn 
hearing in any setting with ambient 
noise areas not exceeding that of a 
physicians' office. The test takes only 
a few seconds for each ear. The 
development of these units means 
that all infants and children at any 
age can be routinely screened for 
hearing loss. 

Summary: 

The necessity for early identication 
of hearing loss has been objectively 
confirmed. The technology is 
available so that all infants with 
prelingual hearing loss can be 
identified and early intervention 
initiated. The delay in identification 
and remediation of childhood 
hearing loss can no longer be 
justified from a medical, moral or 
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legal reason. All pediatricians and 
family physicians should understand 
the personal and finandal risks 
involved with failure to have ¡nfants 
who fall ¡nto the HHR referred for a 
hearing screening test. 
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Allergic and Non-Allergic Rhinitis 


Mariano^González Diez, M.D., FACS 


Introduction 

e definition of bronchial asthma 
has plagued chest physicians and 
allergists for years, so ¡t ¡s not 
surprising that the definition and 
classification of rhinitis, involving 
etiologic criterio (infectious, allergic), 
has caused even more confusión. 
There is no universally accepted 
system for the definition, 
classification or the terminology of 
rhinitis. Use of different terms for the 
same disease and of the same term 
for different diseases has, in the 
past, made reports on rhinitis 
confusing to read and difficult to 
compares 

In daily work, the diagnosis is of 
importance for proper counselling, 
as a guide to therapy, and is 
necessary for unambiguous 
communication between clinicians. 

In the presentaron below, we have 
made the classification simple in 
order to ensure that a patient will be 
given the same diagnosis when 
examined by different doctors 
(Table l.l). 1 


Table 1.1. 

Simple classification of rhinitis. 

1 .Infectious (purulent) rhinitis 

2.Seasonal allergicrhinitis = hay fever 
= pollinosis 

3. Perennial allergic rhinitis 

4. Perennial non-allergic rhinitis 
(eosinophilic or non-eosinophilic¡ 


Rhinitis or rhinopathy? 

The term 'rhinitis' implies an 
¡nflammatory disease of the nasal 
mucous membrane. Demonstraron of 
local inflammation is, however, not 
practical. Clinical diagnoses are 
based on the presence of symptoms: 
itching, sneezing, discharge and 
blockage. 

As these symptoms may occur 
without inflamation, 'rhinopathy' is, 
strictly speaking, a more correct term 
- but it is rarely used. 

Anatomic abnormalities 

All patients with chronic nasal 
symptoms need an ENT examination 
in order to exelude anatomic 
abnormalities. The combined use of 
an endoscopio examination and a 
CT-scan imaging (when necessary 
and when possible) gives a much 
better presentation of anatomic and 
mucosal abnormalities than do 
simple rhinoscopy and plain x-ray 
examination. 

Infectious or non-infectious? 

Often, a diagnosis of infectious 
rhinitis is supported by associated 
symptoms from the throat and the 
lower airways, but it may 
occasionally be confused with non- 
infectious rhinitis. As a matter of 
clinical routine, a diagnosis of viral 
or bacterial disease is not based on 


Identification of the specific 
microorganism. The distinction made 
is between purulent and non-purulent 
rhinitis based on the macroscopic 
character of the nasal discharge 
(cloudy and milky/colored, or clear 
and watery/mucoid), preferably 
supported by microscopy (+ 
neutrophilia). The reliability of this 
sign, however, is not absolute. 
Neutrophilia can be caused not only 
by viral and bacterial infection but 
also by exposure to air pollution. 2 

Allergic or non-allergic? 

The diagnosis of inhalant allergy 
can usually be agreed on when 
history, physical examination, and 
skin test/RAST results are combined. 
This is not the case with food 
allergy, which is a controversial 
topic. Food allergy as a cause of 
isolated rhinitis is debatable; but, as 
a part of documented IgE-mediated 
allergy to foods, nasal symptoms 
may occur, especially in children. 3 

The term 'vasomotor rhinitis' is 
often used for non-infectious, non- 
allergic rhinitis. However, there is no 
evidence for the existence of a 
'vasomotor pathogenesis'. 

In addition, it is confusing that the 
term is presently used with different 
meanings in Europe (non-allergic 
rhinitis) and in North America (non- 
allergic non-eosinophilic rhinitis). 

For these reasons, it may be wise to 
drop the term 'vasomotor rhinitis', as 
it confuses more than it clarifies, and 
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¡t gives a false impression of a well- 
defined pathogenesis. 4 

Seasonal or Perennial 

Seasonal allergic rhinitis ¡s a 
generally accepted term for 
pollinosis or hay fever. But pollen 
allergy ¡s often perennial in the 
tropics, and a seasonal increase of 
symptoms can be caused by allergy 
to imites and molds in temperóte 
zones. Seasonal refers to short 
exposures lasting for a few months, 
while perennial implies continuous or 
intermittent exposure with chronic or 
periodic symptoms. 5 

The symptomatology of seasonal 
rhinitis is characterized by sneezing, 
whereas in perennial rhinitis 
congestión often dominates. 6 

Eosinophilic 
or non-eosinophilic? 

Non-allergic rhinitis is a hetero- 
genous syndrome consisting of two 
main groups. One is characterized 
by nasal secretion eosinophilia, 
frequent occurrence of nasal polyps, 
hyperplastic sinusitis, non-allergic or 
intrinsic asthma, ¡ntolerance to 
acetylsalicylic acid and other NSAID 
preparations. 7 

Most clinicians do not examine 
nasal smears and are not familiar 
with microscopic evaluation. 

In addition, the specificity and 
reproducibility of this test has not 
been properly analyzed. Serial 
examination seem to be necessary 
for a reliable characterization of the 
disease. The classificatio of patients 
with non-allergic rhinitis into an 
eosinophilic and a non-eosinophilic 
group is, therefore, not entirely 
suitable for clinical diagnosis. 

The presence of eosinophils usually 
portbnds a response to glucocorti- 
costeroids. 8 


Other causes of chronic 
nasal symptoms 

Rhinitis medicamentosa develops 
after prolonged use of 
vasoconstrictor sprays. Nasal 
congestión can be caused by 
medication with antihypertensives 
and psychosedatives, which act as 
alpha-adrenoceptor antagonists. 9 

Pregnancy is, in a number of 
cases, associated with persistent 
nasal blockage and sinusitis 
symptoms, which disappear after 
delivery (Table 1.2). 

Congenital choanal atresia can 
be a cause of nasal obstruction, with 
discharge, in infants. A foreign body 
is much more common at that age. 
Enlarged adenoids are a frequent 


Table 1.2. 

Other causes of nasal symptoms. 

Mechanical factors 

SSpfal deviation 
Nasal polyps 
Foreign body 

Tumors of nose and paranasal sinuses 
Tumors of the nasopharynx 
Congenital choanal atresia 
Meningocele/Encephalocele 
Adenoidal hypertrophy 

Infections 

Viral infection (common coid) 

Bacterial infection 

Sinusitis 

Leprosy 

Immunodeficiency 
Primary ciliary dyskinesia 

Miscellaneous 

Rhinitis medicamentosa 

Pregnancy 

Antihypertensives 

Wegener's granulomatosis 

Cystic fibrosis 

Leak fo cerebrospinal fluid 


cause of mouth breathing. Septal 
deviation is another well-known 
cause of nasal obstruction, often 
bilateral (S-shaped deviation). 

A nasal blockage, developing in an 
adult, cannot be ascribed exclusively 
to septal deviation, unless the patient 
has had a traumatic fracture. 
However, the swollen mucous 
membrane of rhinitis can make a 
septal deviation clinically significant, 
so this type of patient has a 
combined problem. 10 

Malignant tumors in the nose, 
paranasal sinuses and nasopharynx, 
and Wegener's granulomatosis 
usually start with uncharacteristic 
symptoms. A first diagnosis of 
'perennial non-allergic rhinitis' is not 
uncommon in these cases, and nasal 
endoscopy and imaging of 
paranasal sinuses are obligatory in 
patients with unilateral symptoms, 
hemorrhagic secretions or pain. 11 

A practical approach to the 
diagnosis of rhinitis 

First, exelude other diseases and 
structural abnormalities. Then make 
a distinction between infectious and 
non-infectious disease (history, 
character of discharge), and 
sepárate allergic from non-allergic 
patients on the basis of history and 
allergic testing. Subclassification of 
the non-allergic patients into an 
eosinophilic and a non-eosinophilic 
group is helpful, as it relates to the 
responsiveness to pharmacotherapy. 
When repeated sampling and 
microscopy of a nasal smear are not 
feasible, the alternative is a 
therapeutic trial with, e.g., a steroid 
spray. 

The case history, preferably 
supported by daily symptom 
recording for 2 weeks in perennial 
cases, allows a characterization of 
the patient according to the most 
prominent symptom. 'Sneezers' 
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(sneezing and discharge), 'nose- 
blowers' (watery discharge), and 
Iblockers, (nasal blockage) show 
varying response to drugs, e.g. 
antihistamines, and require different 
therapies. 

Conclusión: 

The different types of rhinitis are at 
present poorly defined and the limits 
between 'normal' and disease' are 
fluid. Rhinitis can be infectious 
(purulent), allergic or non-allergic. 

The latter is a heterogenous 
syndrome consisting of at least two 
main groups, an eosinophilic and a 
non-eosinophilic: a distinction which 
is not entirely suitable for clinical 
practice. 
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Rhinosinusitis 
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*The AAO-HNS Rhinosinusitis 
Task Forcé recognizes that there 
are no true pathologic 
classifications for adult 
rhinosinusitis. 

The following classifications are 
based on committee consensus. It 
is important that all physicians 
utilize standard terminology when 
describing various forms of 
rhinosinusitis. This will provide a 
strong communicafion's 
framework for clinicians and 
researchers and will promote 
progress toward the improved 
treatment of rhinosinusitis. 


Factos associated with the diagnosis of chronic rhinosinusitis 


Major factors 

Minor factors 

Facial pain/pressure 

Headache 

Facial congestion/fullness 

Fever (nonacute) 

Nasal obstruction/blockage 

Halitosis 

Nasal discharge/purulence/ 

Fatigue 

discolored postnasal drainage 

Dental pain 

Hyposmia/anosmia 

Cough 

Purulence in nasal cavity on 

Ear pai/pressure/fullness 

examination 


YOUR ÑAME HERE 


CLASSIFICATIONS OF ADULT RHINOSINUSITIS 


Classification Duration 


Strong history 


Inelude in 
differential 


Special notes 


Acute 

< 4 weeks 

> 2 major factors, 1 
major factor and 2 
minor factors, or nasal 
purulence on 
examination 

1 major factor or 
> 2 minor factors 

Fever or facial pain does not 
constitute a suggestive history 
in the absence of other nasal 
signs or symptoms. Consider 
acute bacterial rhinosinusitis if 
symptoms persist for > 10 
days, or in presence of 
symptoms out of proportion to 
those typically associated 
with viral infection. 

Subacute 

4-12 weeks 

Sames as chronic 

Same as chronic 

Complete resolution after 
effeciive medical therapy 

Recurrent acute 

> 4 episodes per year, with 
each lasting > 7 to 10 days 
and absence of intervening 
signs and symptoms of chronic 
rhinosinusitis 

Same as acute 



Chronic 

> 1 2 weeks 

> 2 major factors, 1 
major factor and 2 
minor factors, or nasal 
purulence on 
examination 

1 major factor or 
> 2 minor factors 

Facial pain does not 
constitute a suggestive history 
in the absence of other nasal 
signs or symptoms. 

Acute 

exacerbations 
of chronic 

Sudden worsening of chronic 
rhinosinusitis, with return to 
baseline after treatment 





Lanza DC., Kennedy DW. et al. Adult Rhinosinusitis Task Forcé Committee Meeting. Otolaryngology-Head and Neck Surgery 1997; 1 17; S4-S5. 
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Allergic rhinitis, sinusitis, 
and rhinosinusitis 


NEC». 




What is rhinitis? 


Inflammation of the nasal mucous membrane is called rhinitis. The symptoms inelude 
sneezing, runny nose, and itching, caused by irritation and congestión in the nose. 
There are two types: allergic rhinitis and non-allergic rhinitis 

Allergic rhinitis: This condition occurs when the body’s immune system over- 
responds to specific, non-infectious partióles such as plant pollens, molds, dust mites, 
animal hair, industrial Chemicals (including tobáceo smoke), foods, medicines, and 
insect venom. Essentially, during an allergic attack, antibodies, primarily immunoglo- 
bin E (IgE), attach to mast cells in the lungs, skin, and mucous membranes. Once IgE 
connects with the mast cells, a number of Chemicals are released. One of the Chemi¬ 
cals, histamine, opens the blood vessels and causes skin redness and swollen mem¬ 
branes. When this occurs in the nose, sneezing and congestión are the result. 

Seasonal allergic rhinitis or hayfever occurs in late summer or spring. 
Hypersensitivity to ragweed, not hay, is the primary cause of seasonal allergic rhinitis 
in 75 percent of all Americans who suffer from this seasonal disorder. People with 
sensitivity to tree pollen have symptoms in late March or early April; an allergic reac- 
tion to mold spores occurs in October and November as a consequence of falling 
leaves. 

Perennial allergic rhinitis occurs year-round and can result from sensitivity to pet 
hair, mold on wall paper, house plants, carpeting, and upholstery. Some studies sug- 
gest that air pollution such as automobile engine emissions can aggravate allergic 
rhinitis. Although bacteria is not the cause of allergic rhinitis, one medical study found 
a significant number of the bacteria Staphylococcus aureus in the nasal passages of 
patients with year-round allergic rhinitis, concluding that the allergic condition may 
lead to higher bacterial levels, thereby creating a condition that worsens the allergies. 


FOR MORE INFORMATION: 
See your otolaryngologist 
or contact the 
American Academy of 
Otolaryngology— 

Head and Neck Surgery 
One Prince Street, Alexandria, 
VA 22314-3357 U.S.A. 
phone: 1-703-836-4444 
fax: 1-703-683-5100 
Online: www.entnet.org 

This public education campaign 
supported in parí by a grane from 
Ortho-McNeil Pharmaceutical, makers 
of LEVAQUIN ® (levofloxacin). 


Non-allergic rhinitis: This form of rhinitis does not depend on the presence of IgE 
and is not due to an allergic reaction. The symptoms can be triggered by cigarette 
smoke and other pollutants as well as strong odors, alcoholic beverages, and the coid. 
Other causes may inelude blockages in the nose, a deviated septum, infections (in 
children), and over-use of medications such as decongestants. 

Rhinosinusitis - Clarifying the relationship between the sinuses 
and rhinitis 

Recent studies by otolaryngologist-head and neck surgeons have sought to better 
define the association between rhinitis and sinusitis. They have concluded that sinusi¬ 
tis is often preceded by rhinitis and rarely occurs without concurrent rhinitis. The 
symptoms, nasal obstruction/discharge and loss of smell occur in both disorders. 

Most importantly, computed tomography (CT sean) findings have established that the 
mucosal linings of the nose and sinuses are simultaneously involved in the common 
coid (previously, thought to affect only the nasal passages). Otolaryngologists, 
acknowledging the inter-relationship between the nasal and sinus passages, now refer 
to sinusitis as rhinosinusitis. 
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FOR MORE INFORMATION: 
See your otolaryngologist 
or contact the 
American Academy of 
Otolaryngology— 

Head and Neck Surgery 
One Prince Street, Alexandria, 
VA 22314-3357 U.S.A. 
phone: 1-703-836-4444 
fax: 1-703-683-5100 
Online: www.entnet.org 

This public education campaign 
supported in part by a grant from 
Ortho-McNeil Pharmaceutical, makers 
of LEVAQUIN® (levofloxacin). 



The catalyst relating the two disorders is thought to involve nasal sinus overflow 
obstruction, followed by bacterial colonization and infection. The resulting nasal 
obstruction leads to acute, recurrent, or chronic sinusitis; conversely, chronic inflam- 
mation due to allergies can lead to obstruction and subsequent sinusitis. 

Other medical research has supported the cióse relationship between allergic 
rhinitis and sinusitis. In a retrospective study on sinus abnormalities in 1,120 
patients (from 2 to 87 years of age), thickening of the sinus mucosa was more com- 
monly found in sinusitis patients during July, August, September, and December, in 
which pollen, mold, or viral epidemics are prominent. A review of patients (four to 
83 years of age) who had surgery to treat their chronic sinus conditions revealed 
that those with seasonal allergy and nasal polyps are more likely to experience a 
recurrence of their sinusitis. 

Patients who suffer from recurring bouts of allergic rhinitis should observe their 
symptoms on a continuous basis. If facial pain or a green-yellowish nasal 
discharge occur, a qualified ear, nose, and throat specialist can provide appropriate 
sinusitis treatment. 
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2001 

A SI NU Sí ns 

ODYSSEY 



Sinus Pain 


Otolaryngoloists (ear, nose, and throats specialists) proclaim March 2001 
as Sinus Pain Awareness Month - An Odyssey to Effective Diagnosis and 
Treatment - and offer tips for millions with this respiratory disease 



Alexandria, VA - It is ironic that in the year that Stanley Kubrick’s classic movie, 2001, 

A Space Odyssey, celebrates our outreach to the stars, more than 37 million Americans 
will remain earthbound because they suffer from sinusitis, one of this nation’s leading 
chronic medical disorders. Having chronic sinusitis leads to debilitating pain and a 
decline in quality of lite. The upper respiratory disorder also eliminates one from 
consideration to the astronaut program. 

Although patients with a chronic sinus condition will never reach the stars, they do 
have the opportunity to find effective diagnosis and treatment for their disorder. The 
nation’s 10,000 ear, nose, and throat specialists, members of the American Academy of 
Otolaryngology-Head and Neck Surgery and the American Rhinologic Society, have 
designated March, 2001, as Sinus Pain Awareness Month. This health observance 
period asks that Americans who believe they are suffering from a coid or allergy to seek 
specialty care to determine if their symptoms are from sinusitis, which unlike most 
common respiratory ailments, is treatable with a prescription antibiotic. 

In March, we ask Americans to remember that: 

a Chronic sinusitis, defined as four sinus infections in a year, is the most persistent 
medical condition affecting Americans of both sexes and all ages, city dwellers, 
and farm residents. 

a Elderly Americans should be aware of the dangers of mixing various medications 
in treating sinusitis; children with sinusitis may cough more than adults. Those 
suffering from allergic rhinitis (hay fever) have a higher propensity for sinus 
disorders than the general population. 


FOR MORE INFORMATION: 
See your otolaryngologist 
or contact the 
American Academy of 
Otolaryngology- 
Head and Neck Surgery 
One Prince Street, Alexandria, 


a As the incidence of sinusitis continúes to increase, so do the economic costs of 
this medical disorder. Outlays for pharmaceutical products and physician visits, 
coupled with loss of work, suggest that seeking appropriate treatment immediately, 
may defray the dollar costs associated with this disorder. 

a Those with chronic sinusitis report more pain, depression, and fatigue in their lives 
than do patients with angina, chronic heart disease, or back pain. 


VA 22314-3357 U.S.A. 
phone: 1-703-836-4444 
fax: 1-703-683-5100 
Online: www.entnet.org 

This public educatlon campaign 
supported in parí by a grant from 
Ortho-McNeil Pharmaceutical, makers 
of LEVAQUIN ® (levofloxacin). 


The American Academy of Otolaryngology-Head and Neck Surgery (AAO-HNS) outlines 
the cause, diagnosis, and treatment for sinus disorders on its website, www.entnet.org. 
The same information is contained in a leaflet, “Doctor, what is sinusitis,” which is available 
at no cost by sending a stamped, self-addressed business envelope to Sinus Pain, 
American Academy of Otolaryngology-Head and Neck Surgery, One Prince Street, 
Alexandria, VA 22314-3357. Visit www.entnet.org or www.american-rhinologic.org 
for additional information. 

Editor’s Note: Sinus Pain Awareness Month appears in the 2001 Health Observances & 
Recognition Days Calendar published by the American Hospital Association. For additional 
information or an interview with an otolaryngologist, contact Ken Satterfield at 703-519-1563 
or email sinuspain@entnet.org. 
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Instrucciones para los Autores* 

El Boletín acepta para su publicación artículos relativos a medicina y cirugía y las ciencias 
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Manuscrito 
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